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(57) Abstract 

A monoclonal antibody binding specifically to the a-chain of a human interleukin 5 receptor; a humanized antibody; a hybridoma 
and a transformant producing the antibody; a method for immunologically detecting the monoclonal antibody, the humanized antibody and, 
further, the a-chain of a human interleukin 5 receptor by using these antibodies; and a method for diagnosing and treating chronic 
bronchitis, etc. by using the monoclonal antibody and the humanized antibody. 
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& # g 

t h-fbtftfr/S^rXtcSEfitflKS^-rs/Wyj F--7:fe<fctf7B«*bljM*. tee. 

# S R ffi 

<>^-a-r=\r>- 5 (£TF, IL-5 £W ) tt, TjfflJ&^r»j&te£t~<£ 
0^»Sn«S 'J >**«f >®-iT?*5. v^fcfctt* IL-5 ti, B*tt<D# 

?)Cch^ae>nT^S [T HA*>y-X A/ n>?— (Advances in 

Immunology), 57, 145(1994), 77»;H (Blood), 79, 3101 (1992) ] 0 IL-5 
IZ&W&lzEtoW^&m^Zf&tttlX^Zft&ttitZ&tefc (IL-5 £ 

ftisTtvftm&f&m-rz. ii-s&&m&TF* iL-5R£*fc-r) isth, 

tfei3 2ffl^(DS75:-&SaK [ai(^T, IL-5R a t.Wt) , IL- 
W&b.Wt) 1 ICiOP^^nS^t^&^CStlTViio S^IC* IL-5 CD 
IL-5R ^CO^-g-li IL-5R al:cfcoTfi^Ti5 0, IL-5R ettftlgftTtt 
IL-5 &V> £ t>nTVi£ [EMB0- >?^— ^-JV (EMBO J. ) , 

9, 4367(1990) , H) , 2833(1991) . z/^-j-)l< • 3" ^ • X^X^ U * > 
^Jl/-^-»(I. Exp. Med.), 177. 1523(1993), IrI, 175, 341 (1992) , 
-k;KCell). 66, 1175 (1991) , :/n S^— x>r >^ • -ff • if • ± ~> a ^-;i/ • 
T^j-x^— • - X>X (Proc. Natl. Acad. Sci. ). 89, 7041 (1992)] » 
IL-5R /3tt-f >^-nK^>-3(J^T\ IL-3 
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77-y3D--»if(aT, GM-CSF tz£<D&®ft<Dmi&f&ft'V& 

- • ^-7* • -9-rx>X(Proc. Natl. Acad. Sci. ), 87. 9655 (1990) , -fe;KCell), 
66 , 1 165 (1991) ] o 

[ 7 H / \' > y-X • > ■ < A 7 D y- (Adv. Immunol.). 39, 177 (1986), -f 
A7n^— • h ^-xW (Immunol. Today), n, 501 (1992)] , J £<DW)f& : £:$EM 
-?ZZ\t\Zm$i&Wr±mmT'$>Z> 0 il-5 ttkh{Z*ViTtt»BSi*^U 

T^HW^f^f Sdt^e,, IL-5R «$f^^mwn^^^nx^^feco 

£#*.bn> il-5r teb h^it^sw^v-^-iUTspjffl-rs^ii^-e^ 

IL-5R 3«IL-3, GM-CSF ^COit'f h^l' >§§^T^ -S u t^b, 
IL-5R a*Wm&ftmm^-iJ-T!toZ>£%Z_Zinz.$£^T*&i\zb IL-5R a 
ilfei^ (OT, hIL-5R ata^^T) <<*fzfz&MM%k&te £ tC^fc 0 , &m 

-^"Jfg&iah IL-5R aRftlija^THftn, 

^S^tlS. IL-5 Jie^A"7^XtC*5UT*U^Sfi8S*i@#^86^nsc 
£ [i^-^- *7 • X*X^U • *^>v>(j. Exp. Med.). 172, 

1425 (1990), (BI, H3, 429 (1991) , O^-^y 3 tJl/ • ^ Dy-(| nt . 
Immunol.), 2, 965 (1990)] , ^>&^^>W^tI^^^0^COMmgr4^M 
IL-5 $iVf<D^\z£r ) mUl£nz>z\£ [T^U^> • Ufcfi- • ^-y . i/ Xh ? 
U-i b U— • ^> X(Am. Rev. Resir. Dis. ), j_47 . 548(1993) , |hJ, J48 . 
1623 (1993)] &£^bBJ?b^[3£*TT^£ 0 t hfitt^f m|§t© 
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y— v-aXJ. Clin. Invest.), 87, 1541 (1991) , V J r — -f)V • ^7 • 
X^U ^ >^;U • ^7=V '>>{J. Exp. Med.), 173 , 775 (1991) ] . 
IL-5 lib hffiijiWlTaRSrtTO^I^fflSSI-^t [»-^- 
^•t^-^A/Dy-a Immunol.), H3 , 231 1 (1989) ] , #?^MtRW 
^Stt{bBfT?»5et • :*7 • X^^U^>^^ • ^xV ~> 

>(J. Exp. Med.), 167, 219 (1988) ] tjLii&m*>fr\Z'£tlT\<*Z>. 
&±<D^iiftt>* IL-5R KHg-g-U IL-5 O^WSti&lfi^^StfiffctttfFK 

j*cD^t£ & mm u , it ^m^^i^m/s twu t£ o^ss? tc t? * 

§^t^*Ii$n^. IL-5 CO^^tt^ia^T'^-SiriV^X IL-5R ainft C# 
BH 5 ? 3-108497, ^>^-tyat^ • ^A/Dy-(Int. Immunol.), 2, 
181 (1990)] tt, IL-5R ^^<Dmm^miZ^^mi^T^^ IL-5 

*IHflaStn:lSi:LTfflHS^ttZ«fcOf^«l$nTtiS. — kh©«^ IL-5R 

T{g^^ch^#^^nT^^ — "f A / Dy — (Cel 1. Immunol.), 133, 

484(1991) ] o Z(Dfz&> JrE^X IL-5R a Ja^Of^SSi IWJtf CD/^&t'ck 0 , 
IWJ^CO^^^T^trLt: h IL-5R atr[{££t#£> CI itefflitT EMBO • y> 
— [EMBO J. ,14, 3395 (1995)] th IL-5R a iZM~f Zfiifct IT a 

16 2iffirr2>$ifc<DtE1SL'tfi&2>tits Ztl\t IL-5R a Id^T 5 *?n*£tta*fc^ fcCO 

bb IL-5R a(D3ieTttb: h0K3* [ S^-^ • ^7 • X^T,*^ U 
/y^JV- /fVyXJ, Exp. Med.), 175, 341 (1992) ] , hml 
#«tl$^*ffllia (HL60) [-t;KCell), 66. 1 175 (1991), #Hf?¥ 6-78772 ] =kDf$ 
Slit cDNA 7^7 U — Sr^^X IL-5R a CO cDNA t^te^T, IL-5R a CO 
SB#7 ^ / filK^J 6-54690, EMBO • V * — j- ;KEMB0 J.), 9 , 

4367(1990) ]&&\Z&0Z\sttV3VM £7n -7<h IT X # >J — - > 7T £ 
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miz hn-5R a&ftmi>K.mm&&f&2tiTt,>zt>^ zom&iz&nz hil-sr 

I^iJ/>^.^^y>(], Exp . Med ) j_77 t 1523(1993)] 0 
T, ^©IfflJI&^fc&j^chbTffl^T, tr[hIL-5R aJaff^fPKLfe^, 
US*5fe©®eeiIlt4S5bT, hIL-5R o0ffi^l«i»T'M< 1 & 
^W^Sea.iiLT'bfiia&T^^Iltti^e^TffeSo*^, y-^x IL-5R a 
£hhIL-5R aCDW^«T^yK^^;i,T80X ifi^D ^-^fga£> £ 
<£:, v"^7X IL-5#fc h IL-5R [^LTfcS^IS^ft^t-ttyt-tJL' • 
^•I^iJ^>^.^i/>(j. Ex p. Med ) jjg 34K1992) ] 

H IL-5R aliftglft^ut#^6n5. ^RS, hIL-5R afg^fflj^^igr 

t b0mm<D cDNA 7^y7U-^b(D IL-5R a cDNA <D£m—->tf\z&\,* 
T, IL-5R a»BSS:iiM«WTS:^<N*i|ST^/»BB^J 1 -313 SBKfflMS 
•T^pJ^tth h IL-5R a C£TR shIL-5R oi»t) £3- HT^ cDNA 
nili5 t^^-^-;i/-^y.x^X^U^>^^-^^>->>(j. Exp. Med.), 
175. 341 (1992) ] . shIL-5R ^MUtlTffl^T, h IL-5R a ln;#:£f£ 

IL-5©£&f£tt£|fi^T£3iiihIL-5R ata#£lfc?#-f 
WHa^EfZ^bT^S IL-5R at^^^jg^^LTUS, J*&tt*g 
MiDM^I^tlfe shIL-5R a&MllilTfflU5:tMi?$^ 0 
* , |sj B \Z *3 1 i T © ~> H K cfc 0 L < n& 

^-MbAM^ntO^It^f, CSSK&BIIN*, 35, 2584(1990)] , 

ftKi^fc cfc "5 (I shIL-5R a O^fcn- h*f S h<D t^K. mRNArt* 
»ira^Tl^:i^y 1(: ^T^5 0 -?VX\Zt$^T\t IL-5R 

tmmiZ, *:n*><DmmiZ&^T IL-5R a<Z>«IJ!&fl«* (EHF. smIL-5R at 

*rr) ©^5:3- k-t* snx^s dirna ofzmfim&z nx^So 
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IL-5R ^%^UTt/^T r >Xll't4B«fflflaejfiLm»(BCLl) ^^W$n/i "7 
VX. fe-SV^S, k h ga&^^jft^^E^J^^XOlfiLf&^C smIL-5R a^lfe 

H(J. Immunol. Method), JJ57, 289 (1994)] „ ^tlbO^tH IL-5R 

LT^zMMoim^, m&<k&t&tfiti!L%t$'\zftm'znT\t*z> shil-sr a<£>ac: 
^$n£pjigtt£^bw3 0 th©i^ il-5r tt^gtsactcis^nfe^ 

aCOSt'SBftSnSnJfgtt^**. fot> shIL-5R a CQ^S£ RJttg^-T £ H 

£;±<7)^t^e». th il-5r a^^^wic^-g-r st; £7n— ±;Hn#**it 

(J. Clin. Oncol.) , 2, 881 (1984) , ^7yH (Blood) , 65, 1349 (1985) , 
+ — • • -t-->33f-;i/ • 4^ >"9— • -I' >X^^^-a.— h (J. Natl. 
Cancer Inst. ). 80, 932 (1988) , ~fu t=V • 3r~7* • If • J-*/ a ^-Jl/ • 
7*f5-- -^X>X (Proc. Natl. Acad. Sci. ) ,82, 1242 (1985) ] , 
tafr^«^»< 9 'J77>X$tlfcD [v 5 ^ — • • ^zl — ^7 1/T— - ^ 
^V->> (J. Nucl. Med.) , 26, 101 1 (1985) , 75 y\* (Blood) , 65, 1349 
(1985) , iy^— ■ #7 • -f><3 • >•*)— • -f >XtV t=l — h 
(J. Natl. Cancer Inst.) , 80, 937 (1988) ] , tfifo^feWlft^&MCTL 
io^t^briTl^[yt-tJV-^7 / ^Ayny- (J. Immunol.). 135, 
1530 (1985) , Uit— 9- (Cancer Res.) , 46, 6489 (1986) ] „ 
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-^^•^•f-ty 3 ^-7Af5-^-^l>X (Proc. Natl. 
Acad. Sci.) , 81, 6851 (1984) ] . khl^b&i^ hhWo»«ft 

7*ItS.— • • -tH* X>X (Proc. Natl. Acad. Sci. ) , 86, 4220 (1989) ] „ 
k CDR »*Si#ttk hM© CDR [ffift|&ft£:£tt : Complementarity 
Determining Region] £ k S^C9lb#;E&3fcc7)£ift:<7) CDR LfcJri^T^ 
0 [^.-f^- (Nature) , 321, 522 (1986) ] , +r;U£J8 t^fcl&BT 
^<*{Ci:b^^igi4^fgTL, ifiL^¥^^4~5m#^Cch^^^tlT^ 
£ [yt-^-^y.-fAyny- (J. Immunol.. U7, 1352 (1991) ] 

i^Lfc^s, cms-etat^ hiL-5R aiztt-rztbimmtm&ztiT^ 
«£ox, kh il-5r aizttisT&mmzife&-rz>\zHkmmt. khm^r 

Sjfi^MSJfl^ Mfe^FI^COii^tict 0, — *0ta#: [-9- -fx 
>X (Science) ,242, 423(1988)] $> Z^tep ^)ly ^ Y^ittKW- [t^ 
^-^7— A/ D>?— (Molecular Immunology) , 32, 249 (1995)] ii^-ofz. 

^>+f-_. (Cancer Research) , 55. 318 (1 995)] „ k H IL-5R 
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% m (d m m 
^mm^it. th il-5r am<Dmnmm&&T&xi^fflMftmmzm)% 

-tZ>, N^7^/m 1 -313 S§C#fit^Xt" 1 — y&mmTZ> hIL-5R a 

mizft-rzmfcf)^ %L&MMm&\z£ k> t h-r>^-n-r^>5^^aiitc 

4 Y^it^UE^n. *mn\Z&ttZ>=E / 9 a—f-)VtfimZ. hIL-5 

Raffiiz&m&}izfci&-tz> feoTsni±'i^&5 fe©-et)=t^^\ j^Tt^^-i) 

MjtfetZcfcoT^VLU/ifcCO^^fiSfcCfcCOiibT^tf btl-Sc t"/^:^^, hIL-5 
Ra^>/\°^£t?Lj!i!£LT!Ei!iU ftlb^T^X, 77h, AA7^- ^t: 
y hm. /vf 7'J H-T^f^MT^^i^nJ^^Sb^Jtr^-r^^ch^iO, 

n-±)l,mi^tVXU. h ML-5R a^ON^SST^ 1 — 313 #mc 
T^ft-T^Xtf h-ySrlSlib, ^^m^fif^D t ML-5R amiZftm 
mzKfo-?z>^J >7n—}-)l>tnfo, 43ck^tML-5R alSON^T^/^^ 
b 1-313 #m~#ftT£Xt:° b~:/£|gI§IU ^lL-5<75£^£14£ffl]frj-r 

0 n— -J~)l&ifot UT«, /\-f l/'J H — "7#fcKM1257 (FERM BP-5133) 
it^^/ 9 p-^-;i/ta#:KM1257, '^MXzm^T^^ J 9 U-±)\,i;ifet LTtt, 
A-f y»J H — V^KM1259 (FERM BP-5134) &QeM~TZ>=£ / ^7 p — ^;1/#l{$KM1 25 
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9*3«fctf/W yj F-^T^KM1486 (FERM BP-5651) «t5^/^n-tJ^ 
^WO^y^D-^^tfE^tt, bhIL-5R aig, thIL-5R al^lK 

T, *f£W\Z, kML-5R all. t ML-5R a SlfciHMS^oSKfgSl 
t b»IS^*5«J:tJCnj^t h IL-5R a&Sft&^WK&ffl. 5£fi"f 

fc hMCDR^ttin^O^T^^o 

SrSUfcU fc h^CDR^£a#:<hte, t KOirt#:(DVH*5 «fctfVLCOCDRga?IJ£: t b 
IL-5W^*S14SiaWTSirLh IL-5RaiIt h^+y> ^Sifm, t ML-5Rcr& 

$ e>tCIgGS!(C«-rsIgGK IgG2, IgG3> IgG4 1 L^o 7c A ^ V U :/>J >CQ 
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^LT«KM7399i:^-r-S)fe0^ft^Mi:bT$.tf £tl£o KM1 399££^r %>Wt 
Kfe^tti:bT«KM1399 (FERM BP-5650) ifi&tft>tiZ> a KM7399££jg-r£fi2 
nUWkWtlsTteMim (FERM BP-5649) 7^&tf£>*l& 0 

IL-5^£^t££IM^3jnhIL-5RagIt hMCm&mffimZ, bhl 

ck^VLCDCDRge^JT'ffiScOt htfC^OVH^ct^VLCOCDRgB^JSr-^n^nfllSlLfc 
VMJgt&D- KTScDNASrflHgU t hJa^OCH^^tXt: b£a#:<Z>CL£zi- H"T 

Ci:^T€rS. *5ZW<D\i h^CDR^fitfitflsCDMi: UTS, taffcODVH**Ba?U#*f 
728Et!c<D7 5 y^gB^iJ£"a^ CHj&*fc NtfrffclgGl-C&O, ta^OVL^E^J#^6 
3aBi£»7 5 /M^J£"a^ CLfltfc: hta#: k Stated tfsn, KM8399 £ 
*rT5fccOj&^#0J£LT&tf *>ns. CH#*k hta#IgG4T&«> b hSJC 

DR^TO#:tbTttKM9399i:^-r^> ; fo0^ft#:^Ji:LT^^^n^o KM8399£ 
£gT£J£25tett#c£UTttKM8399 (FERM BP-5648) ^fctf^nSo KM9399£ 
^MT^^SeM^<i:LT«KM9399 (FERM BP-5647) #&&fsn<3„ 
*^W<Z)fc MfcJftfrtS, thIL-5R all, t ML-5R all^iifflJjSMt'fgfi 

$?>H> *%BJX^h ML-5R a IMtC^LT^^tt^^-r—^IifE^: (single 
chain Fv.JETF, scFv£*rT) ^i^te^x;!/^ H ^^btfc-f*: (disulfide stab 
ilized Fv; KT, dsFv <h$rf) £Jf 

— (scFv) ttt, — ^COVHt— ^OVLt^ii^^^y^ F 'J — 
(OT, L£*fcT) £ffl^Tig*£L£:, VH- L -VLfcH b«VL- L -VH^ >J ^ 
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T7°5PF£^r o ^HJcOscFv^^n^VH^cttXVL^Mt h IL-5R ait y ^ p 
V?.)V-7 J Y^feWSKW- (dsFv) iitiVHfectr/VL^CO^n^ni 

*<Ztlttfe [7ut-<> i>y-7U>^' (Protein Engineering) , 7, 6 

97d994)] iifoi, foftnfttimm^Mizm^^Tmvi'rzz 

VL^ig3?IJ#^25g2«CDT^yKBE^J^trtrif*:^*^ *^CDt 
h^ J CDR#fittrL^^5fe©-*m^cDMch LTH, ^COVH^@B^i#^72sB«CD 

t hIL-5Ra«|^UT#g^Sr^-r^;i/7^ H^^tafrlJ, k ML-5R 
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Ra^TStah hIL-5Ra^/^n-^-;i/gtfls:, t h IL-5<D£^?£t££l&«-r>5 
tat ML-5R alM t Mbta^, tat h IL-5Ra^-#&K#*5«fctfirL t h IL-5Ra 
H^^bta^^Miiri, &£mi!£ta^K=k<5t h-f >^-n-f 

1. tahlL-SRa^/^P— ^-;i/ta#:<Z)^M 
( 1 ) ta^Ol^M 

tfihlL-bRa^/ ?n-^)Vttfe&ftMT&fr&\Z<&^fcinm.£h'Cte, hIL-5 
Ra ^*ffi^®H^g3Egb/!:iifflfla$.^^«^-<D^Mili^, £fcte, h!L-5Ra^ 

*fflj&-e&&cTLL-2 (h5 r) (dmm&z> is^z^ttDMMmmftm&m ~ t^nrit 

£ 0 CTLL-2(h5 R)fcfflJ]£te. UElZ^ — >^$nxtiS^^g<DhIL-5Ra £p 
— H"f~<bcDNA [i/^r — • • X^X^U ^>^Jl/ • ~>>(J. Exp. Me 

d. ). 175 , 341 (1992) ] ^Iftttffl^I^!?^-, fci^L^pCAGGS [v— > 
(Gene), ]08, 193 (1991)] 11/^7 hn^l/-y 3 >S [#^¥2-25 

7891, VrO J Pv— (Cytotechnology), 3, 133(1990)] KJ: DSE5S?g^ 
i?^-57^XT JifflB&^T»SCTLL-2lC#A-rSC<h(Zcfc 0jgJ*$nfehIL-5R 

hIL-5Ra £3- Ft" *cDNA©±S<bU<tt-€-OSP^»fM-tt, 0>J^t«» 

rfcl&CDpGEX [77Kv 7 (Pharmacia) &] , pET ->X5^A [/AyiXNova 
gen) ft] &Sl>«l£f§0iJl tfXlOT^^pMKexlte^m^^-, h I L-5R a CO 

z>* ^Mmz^v^mz titers m$. mfc&mwi-fzm, sds-^ut^d^ 
il-5r a<D±&itrz\t%vrtmft&^<Di£ik&%^^zm£fm&£VT^mz j £ 
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m%W)®)fflM(Dm&, Mx-l& PAGE107 b^ZJ n>?-(Cytotechnolo 

gy), 3, 133 (1990)] , pAGEl 03 [yt~tJl- • h'J (J. B 
iochem. ), 101 . 1307(1987)] , HWJl 00(1) TM^£pAGE210 %j>(D^Z$ 

SfeMI^^^-Mnii^TtS. McDNA^ 
^TOfc^£fr5/rJ6{~te, ^cDNA^CD^^^-jl/^y^H^n- K-r£j&g 

M871 (#M¥5-304989) & n L ^. 

i*[4#ll§¥2-25789K n (Cy to techno logy), 3, 133(1990 ) ], 

^-■7* • X>7UProc. Natl. Acad. Sci. ), 84, 7413(1987) ] £t«£;<Z>^£n 

*±m ^ k ^ $ n/zh i l-5r a <D%m wmr & z> n te^o^M a mom 

4^ h&££ffl!^T. hlL-SRaSrZJ-HT'ScDNAW^g^fc^^Klfn-^m^ 
^Ofl^AA^;xnr7^;UX£{-£MU Sf 9 -^Sf21^©M£>Jfiffi]?& (^-fti 

J&F*1&£ ^«^*±rt^HhIL-5Ra <£>£fi££ ^«g^WM"^^-CO^ (,> 
ttffli^etLT, [/Htr^Dy- (Bio/Techno 

logy), 6 , 47 (1988) ] 0 
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mmnm £ rz \*&&mj&u t'ciotis n&h i l-5r a <d±&$> * t, > 

(2) ifjtl^^itrL^^ifflfla^PSi 

ij5ffl»^tr^^T«, 7^XJf;tt7 7 h£ffl^£0iJ£I&BJ-T£ o 3 ~20ilfr(7) 
V^7X2;7cte^y Mz, shIL-5R a &SV>«hIL-5R a SIBMffiiC^LT^ 
<5CTLL-2!iffljj& [y t-tJl' • t7* • I^X^U / >^Jl/ • ^f^ v XI. Exp. 
Med.), 177 , 1523(1993)] ZiriW, £ LTM U ^-CD®j^<£>B*, U >Aii, 3fc 

(3, I^STyi/OH [011*. 7 D-f > V<Dft±7z/=L^> h (Complete F 
reund' s Adjuvant) Sfcte, 7^mit7)l^^ i yA J f)lh~mB^.M r 7^^ L >Uii] 

~2 ara*3#tz5 -lomtf^o #&-£&3 ~7 a^&iji^imiRckDMiu 

^<Ojfilffi^tn:mi:R^rs^«*:S:»^SE»J^ [#3*ftgE8!I5£i£ (EL ISA 
&) : E^WI^fiJ 1976^] ^afTfill^S. 

&^3ffl^7cshIL-5R a*fctthIL-5RaS*HJia^®»r%3SL/TViSlHHIiai3*|- 

Ben, &&L£v^*£9»K£«fffiU lPMfflfl&^Brr*,, I$IH£MEM ig 
ife (BTK^ttM) pf-C*ffl»f t>tyhTBa, JS^fSH (1. 200rpm, 5 
bfcm, _tf?!£J£T, h'JX-^bT> ; E-^Ali» (pH7. 65) Tl ~ 
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2 ^wiitt^^iSL, mem ignrz*3 \M\m^i,xm^mmmmtvxm 

fctAfcf* 8-71f^7->ffiH$^X (BALB/c&5k) #MH«ffl^P3-X63Ag8-U 
1 (P3-U1) ltlU> b • ht°^^X--r>-5 ^P/Htny- • y> H - -f A 
yn>?— (Curr. Topics Microbiol. Immunol.), 8J_ , 1(1978), 3 — nfcf7>- 
— • ' • -f A/ Dv— (Europ. J. Immunol.), 6, 51 1 (1976) ] , S 
P2/0-Agl4(SP-2) (Nature), 276, 269 (1978)] , P3-X63-Ag8653 (65 

3) [yt-tJl/-^7*^AyDy-(J. Immunol.) , J_23 , 1548 (1979)] » P 
3-X63-Ag8(X63) [*-T — (Nature). 256, 495 (1975)] /^if^ffl^6n^ 0 
:nb©I»(l 8-7-*f^7~>Jgitt [RPMI-1640 tgi&f;^/;^ 5 >(1. 5mM) 
, 2-^)Vtirfb^ J-)b (5 X10- 6 M ) , yx>^7>fv>(10 Mg/ml) 43 
=tOT^Sifilffi(FCS) (CSL ai, 10% ) SrJHJ^Lfei^Hfe (J^T> lE^igi&i ^ 
5) $6(38-7-^^7- >(l 5 Aig/ml) £*n*_/iig*iil] TflBt^TS^ «0 
Jft»£©3 ~4 SWdiE^^d^L, 16^^02 xio 7 i^loiM^i 

(4) mmm^ 

WHBl (2) T?ft&Lfcffi#g£»Hfl&<t: 1 (3) T?f# 6 tl£:#iiJM)&£MEM Jg 
ifeSfcttPBS (U>^-^-h>J»7Al. 83g , 'J >gg-# >j -7 AO. 21g , £jfi7. 6 
5g , M^TKl U>;Mk PH7. 2 ) -C«fc<8fc#U *H8&&7^ S»ii:-t 
flMM^=5 ~10: 1 t37i4«fc-5^L, (1, 200rpnk 5 #) L,fc&. 

X^l/>^< 1000 (PEG- 1 000) 2g, MEM2ml& c fc^v : y^;i^;i^4^> 

K(DMS0) 0.7ml O?g^0. 2 ~lml/10 8 ffi#jg£*IO&£;&q*.. l ~2 #fH3@HMEM 
igifcl ~2ml £&[HnH]*_/^ MEM mM*WZ-T±mm0m\ Kft^J; 5 CT 
3S^«t OOOrpnu 5 #) _hflf£J£T\ t$£^(3ifflJI&£f3; <*L£^ 
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ttf^-tr>^> (io-"m ) , ^ = v> (1.5 xkt 5 m ) :fc«ktf7^ /:/5rU > (4 
X10" 7 M ) 100ml ff»{c!H»f S. 

^<D!B»?KS96^xji/jgaifflyi/-ht3ioo Aii/^x;i/-r^^au, 5* co 2 

f£«t£, ig*_L?it<7>-gB£<hD 1 (5) lZ^S»3Hfts@g»I^&{Ccfct), SusE 
1(1) Tai^&shIL-5R a&rc\ZhlL-SR£(Dm^S&f££<Dm.?>-mx.W&n\Z 

£2 ©liDigL [1 tBiati, HTl^ife (HAT mt&frZT S 7rV >&fo^1tm 

(5) -7^*Sfcti^y hint ML-5R a^E/ ^7 P-^-;i/tri#:<7)il^ 
7>)Xifctt7 7 hKhIL-5Ra^/^D-^;i^#:£S3rt£/Wv r U H- 
v (Dilute, 7>f#f>fX [Antibodies, A Laboratory Manual, Cold Spring 
Harbor Laboratory, Chapter 14(1988)] tZ^^GttTt^S^te&iilCftt^, 

iM_Ltfc 4 1 (3"s * jnh I L-5R a $KW$> <£> V HiT^X (DftMirCh I L-5R a *aft:<7) 
fl§1*. £ $J aTT 3 H £ t> Tr # S <> 

tuIB 1 (1) T3£^/tshIL-5R a S/c«hIL-5R a £ (DtiA'&W&fc 

w&n&m^uyu—hizzi—hL. /wyj H-7ig«±tsfcb<tti (6) 

niZfoCfzfclfc&fttilK hIL-5Ra tC^SWH^-r^fe^^-T^XlnhlL-DR 
trC hlL-5R a t: Mt#i#, — *mtrL#*3j;t^X;i^^ F^/£ffctri#:£:jg£T 
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JtS Srff o Z. <h \z ck K> *feffi -5 „ 

MIB 1 (1) Tj^fc shIL-5R a*3t«hIL-5R a £<7)M£rW&fc£<Dffi. 
^MieRSISft^U- hC3- hU /W7>J K-TJg«LL?j|. tft hlL- 
5R a h h W, — ^ilia^&ck^yUl^^ K^f»&i4t5^lg 

<b^^Kfts^«iJfW^k^^Tgi«L7tt h il-5 ch^^bTjg^^ 

1SIS64»K^i;feSJt5S:fi ; -5^(i:ll<fcO, k h IL-5 CO k h IL-5R a ^ 
7'JX^>1I [2, 6, 10, 14-^b^5P;^>^#>(Pristaiie)0. 5ml & 

nsi$i*j&#i/, 2 iira^iwrs] l^s -iom^cd^x f?^ 

^M^J F-v*fflj&2 xio 7 ~5 xio 6 *fflj&/ E£jgiKi*ai::&S*-r*.io~2 

Ml (3, OOOrpm, 5 LTgH^^im 40-50* fiSftHifE&T >^E ~ AT 
*fi#rU DEAE- t77D-7*7A, yD^>A- # ^ 

A*S^«-fe;i,P7T-r>GSL2000 (tftfllftl) A Kilig U IgG 

2. tab bIL-5Ra k MfcinttOfElll 
(1) t Mfcffi#3^ffl^*-<7)«t& 
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^ft^n# ATS £<htC«fcO«tfc£nfcfc ©Tift*, b htrifrcDC^tbT 

T«X^V>ii-r > hP>J:Ofi£^^fe#:DNA^ffl^^Ccb^T#, 3=fc, cDNA 

A*T?^2>. PAGE107 [it-T y Dy-(Cy to techno logy), 3J33 0 

990)] , PAGE103 [jy^-±)V • T^ • /Ht^S^h 'J — (J. Biochem. ), 101, 
1307 (1987)] , PHSG274 XGene), 27 , 223(1984)] , pKCR [^ny-f' 

• T:/ • if • ^-->3^-JU • 7*ri- • *y • -ti — f X>X (Proc. Natl. Ac 
ad. Sci. ), 78, 1527 (1981)] , pSGl /3d2-4 [1M J u i?— (Cy totechnology) ,_ 

4.173 (1990)] «*&tf6ttS. littffl^S^^-^U^yot-;?- 
<hX>/\>1t- tUTH SV40©»yDt-^-iX>/\>+)-- [y*t-t 
• - HJ — (J. Biochem. ) 101, 1307(1987)] , tP"- "T^ 

XSifil^ r >-r;i/XCOLTR yat-^-iI>A>^- [ A-f T^r 5 # ;i/ • 7 > 
H • ;\W^"7>f >^*;i/ • U-y-— ^ • 3$ary-> 3 >X(Biochem. Biophys. Re 
s. Comun. ). H9^ 960(1987)] , &£Tfft&ZfU'7V>]m<D'7u : E—9— 
(Cell), 41, 479 (1985)] <hX>A>"tf— [-fe;KCell). 33, 717 (1983)] 

btlS. 

ffl 5 b hfktfi^^^^— cd«IS<7)L-^T$, 

— t^-t^<A/P'>**;V^y«yX(I. Immunol. Methods) . 167, 271 (1994)]. 
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(2) k b&>9\-<DWj®l<Dmt£<D\ll&J:ZfliL&n — H-T-5cDNA(D^# 

<E>VH*3«fctfVL£Z!- F-T^cDNATOT^ck 5 K UTMt^o 
K k h IL-5R a y ^ □ - 1 J«&I^t^«, m?L& ^"7XJak b 

LfccDNA£, 7 T — iStb* W$7° 5 h* & £ <D^2 9- \Z&A U cDNA^-f 

^V7m*<Dcmmm&zi^z\mm%m&7°n-7*£i,Tmi\ w&n-b 

H T S cDNA & ft Z> 7 7-v*5U te*fi^ A7°77.5 H 

tfVLO>^g£g3?lJ£Bl^U lfiSia^J«fcOVH*3«ktXVLCD^:7'^ y^ss^j^it^ 

HUES 2 (DlfiSlfct MtK#385tffl'^*--G!)k h^C0CH*5«i;tXCLS: 
=3- h't^IfefOisiti;, k h^ncOKit^(73jrL^(Z)VH43ckrXVL^3 - Ht5c 
DNA£r*f AU k h^^^ ^timf&m^? * — *:m9k'?2> £ <htf*T^£. MAfcjt. 
^^^ia{*^igffl^^^-(Dk h^£GQCH:fc<£m;L£3- K-TS3tfeT<7)±at 
i'$.b^Ui6k N^(DfJj^icotn;{*c75VH43ck^VL^3— FTScDNA*^ o — - 

k h^(75»j%cD^OV^&Zi- FT£cDNA£TIB{iaW££-tfcDNA£ 
(4) k hJ^^.»lji#jcoin^CDCDRg2^J(7)[WI^ 
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/vtzm<Dl®ffiV£&:l£mm (CDR) ^^fctt^ [ ~>— -^vX^X- ^Dr 
OX-t^-fAyn^A^-f^^l/Xf- (Sequences of Proteins of Immun 
ological Interest) , US Dept. Health and Human Services. 1991] . fLT 
^•CDRTS y^gS^iJ (CDRgE^iJ) «, &&©ta#6DV^«<Z)T$ /B8SE#I O-^ 
>yX-^yaf^>X-ty-fAyDy^Jl/^>^l/Xh (Sequences of 
Proteins of Immunological Interest) , US Dept. Health and Human Servic 
es, 1991] DtlfrrzZLUz&Qmfe'rzz.tlA'V&Zo 

(5)t hmdR&mffifa<D\mi&&=i— F-rzcvMomm 

t h^CDR^*itri#:©VHi5<fcmL$Z3— Hf-ScDNAtt^TcOcfc 5 K bTM 

cDv^©FR(DT^yaiaa^j&vH. vL^n^n^^^TM^i-^o k h»v 

^^WFRCDTS y^ge^JtbX«, t hffi#S3fe<Z)V®«<DFR©7 = /KE^JT 
&n^^^Sfc<7DT'bffl(/iS^i:7&*"e^-5. 0iJ*Jf, Protein Data BanktC^ 

Ay □y^j;i/--f >^1/X h (Sequences of Proteins of Immunological Inter 
est) , US Dept. Health and Human Services, 1991] ISfttt 

Lfch hfei#:(Z)V^(DFR(DT5 J^Mm^U— K-TSDNAB2?U<i: @ &5©h 
noK%C0if[^C0V^C0CDRC0T5 /iffiMD- FT£DNAge3*J£^£-br 
T, VH, VL^tm-l^TS y^SB^'J^n- H-r^DNASB^JSrlSIt-r-So CDR^ffl 
Kf* Hj^tfcftfeT £$t^T £ & K: tgfi- b fcDNAgB^iJ £ ?# 3 fz a6 \Z ^DNA 

# U y. 5"- if • > • 'J7^ya> (Polymerase Chain Reaction ; J^,T> 

PCRii^-T) £rT^ 0 ?CR^<DKfom^&&U^f&^mt£l)M<D^frt>&m\Z-D 
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- (BIO/TECHNOLOGY) ,9.266 (1991)] „ * :t fc HJa^CDV^OFRCOT 5 7 B£ 

tL$tlX43b-r« ^^X«{@^(Din^tIctoXa^<DgiS:fT^^^SX*S 0 
^V-Srffi^XBtJlE2 (5)lCgH««)PCRS:fT5^i:H«tD^fiJ6T?^S. PCR&CD 

Ay^<v-S:ffl^^PCR^S«A&{Z=tDff^-i:^X^^ 0 J|#:ftji;:te. & 
fll©7$y^MD- FT£DNAg2?0£^mo~35&S^b&£-ti>x^ 
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5<> mmmmwrh-*mm£^??-\z-y-7t7n-=->tf^ tcommm^W: 

(7) b hmcm&mmfo^m^z-vffim 

jtfe^CD±rJiE(^ ftufB 2 (5)&£TS2 (6)T5tf#b7ct: h^CDR^jrCft^VHS: 
WL^3- FT£cDNA£J¥AU t hMCDR^fitta^^Jg^^ ^ -£^-t£ ZL 

(8) t hfbJfi^W-iittt (h^>^x>h) ^fecfc^SttM 
^iiot h^b^coStt^^^W^M-r^fc^^, MfE 2 (3) cDfch 

^^^^JfL^ii^^^-, feet t>*liufS 2 (7)C0t K^CDR^^^ii^^^ 
— &£M3^necD&^^ — £C0S-7*fflfl& (ATCC CRL1651) CiAltkh 
-ftK^W-il'l*^ [^VyX-tV^^W'^-TyyF-'J^-f (Metho 
ds in Nucleic Acids Res.) , CRC Press, p. 283, 1991] £ff^ -^(DiSttS: 

C0S-7fflJI&^CD5S^^* — W^AfttUTWU DEAE-5=^X h ^ 
yX-i l/-f 7^-7y7 F-UU-— ^ (Methods in Nucleic Acids Re 

s. ) , CRC Press, p. 283, 1991] , 'Js|?7x^'>3>ft 5=V • 

• If • ^va^JU • 7#-x5— • • +Kx>X [Proc. Natl. Acad. S 
ci., 84, 7413 (1987) ] *>nS. 

^^-CDagA?^ h^tri#:«S'l4«mItai (5) tClEi£» 

mm%L&m\i£& (elisa&) mz&vmiE-tzz: 
Mie2 (3) cot bm**7mfe%m^??--te£viMm2 m ©thic 
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W¥2-25789K ^h^;D^- (Cy to techno 1 ogy) , 3.133, (1990) ) m 

09*. tt, -7*XSP2/0-Agl4*MS (ATCC CRL1581) , ^XP3X63-Ag8. 653«fflS& (A 
TCC CRL1580) . v k H n^3§7C»^itfe^ (WTDHFRitfc^ch^T) 
LfcCHOSfflflS [^Oy-f^ • Hrzf • +f • -)-^b±)V • . ^-y . 

+)--rx>X (Proc. Natl. Acad. Sci. ) , 77, 4216, (1980) ] , ^hYB2/3 
HL. P2. Gil. 16Ag. 20« (ATCC CRL1662, J^T, YB2/0Mmtfot) 

^^-ct^a^ tbimfa&$:mz£.m-Tz>MMmmmz. ^[nm-257 

miZfflTffZnx^&Jjmzm** G418:fe«fc££FCS£^irRPMI 1640J&it!lt;:«J: DM 

&±mwmtm:z>z\£&T^z><, mmm#<Dtb{t&ii*.<Dmmzm&i (5) 
iz&m.<Djjmuaiz<kK)fflj£-rz>o &rz, wR*B&mz. ^fpm-257891 \zm 

5lt^tf5 [7>f#fVX (Antibodies) , A Laboratory Manual, Cold 
Spring Harbor Laboratory, Chapter 8, 1988] „ -^OftUt;, il^co^e 

7i"J^7 5FyJHIM (SDS-PAGE) (Nature) , 227, 680, 

(1970) ] ^iX^>^D7f^>^ [7>^T>fX (Antibodies) , A 
Laboratory Manual, Cold Spring Harbor Laboratory. Chapter 1 2. 1988] 3§E 
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ZPJj^ttiliBl (5) {Cl3«0D^^<h*lZ«tDflJ^TS^i:^T^4. 
(10)t h^fii«:c9^ffl^ffi 

^fecfotimu z\n\zmt-r b v <y a&%u?lz> z\ tiz^^xn^ 

M?L»]^K*fU b Mtfci#£0. l~20mg/kg/SS#-r^» o 1B1® 
3. tf[k ML-5R a -^ilta^CDf^M 

(l) 

HiIIH2 (2) , 2 (5) *5«fcUC2 (6) t'IB«<75 1 h^Wi&^O^&S 
5*? — \z&A'tZ>Z.£.\z& 0 t hm^co^(Dta^©--*IItn:f*^^^«t h 
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l^SfcWCfeffl^^tmS. flUtf, pAGE10 7 [+M- ^; ni ; 
-(Cytotechnology), 3,133(1990)] , pAGE103 [>>>-^ . ^-y . n ^ ^ 
h'J-(J.Biochem.). 101, 1307 (1987)] , pHSG274 [^->(Gene). 27 . 22 
3 (1984)] , pKCR [yny-r^ >^ • *7 • if • ^-->ai-)l • . ^ 

^ -1Mx>X (Proc. Natl. Acad. Sci. U. S. A. ), 78. 1527 (1981)] , pSGl £d2-4 [■♦*- 
h^/n^— (Cytotechnology), 4. 173(1990)] %7^£tf<=>n3 D -;£|g#E 

TO^n^^ffl^^^-ti, VH-L-VL&S^ttVL-L-VH (Lte^T^F 

at^ a $ nfc-^ntfL^Jg^ ^ - £«gE-r * ^ cb a*-? £ s o 

-*iMtri^S:P- K"T*cDNA«, VH£n- HT-ScDNAirVLSrZJ— Hf-ScDNA 

^i^ilT, M^.(iPantolianob[3ck K) 9jk£tlfzh<D [/Ht'ir^XhU- 
(Biochemistry) , 30, 101 17(1991)] &ZWfr£tl&&$£Lrzh<D&m^Z>z. 

tufB3 (l)TliUfc-*iifLM^^^-^iu/7 hn^p-^ 3 >& 
[4#M¥2-25789K h ^ j n^-(Cy to techno logy). 3. 133 (1990)] m<D 
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^&nz-*mfKfc(Dmmtmm 1 (5) ^mm^yj^miz^^m^T^zt 

a7h^7>f-Sfc li^HSiS Sr^fT T S C «h «fc K> JtfiJcT Z> Z\ £ # 

m^\z?T - m.m\z&z>vimik. fccktras— £*rrs 

(3) -*^tf[#:©^^te 

vt-ox, ftmntimmmzmzm^i;T\^^mAz&^x^<DmmM\zmm-T: 
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-r^z\tmx-^^ 0 

4. Kb ML-5Ra i?7.)V7j F&feittimoftWk 

( 5 ) (d?cr& m^fz^mm Amz<k on o :t^t5. 

AT S £ i: tC ck 0 v X ;P 7 ^ F £5£f fctrtttlflBSBSl^ ^ * - £> £ X )l 7 j 
X H ^^^btafr ^^^-iLT tt3fe^VH*3 «k gfc & VL £ - K T £ cDNA 

PAGE107 [+)-< y nv— (Cytotechnology), 3^133 (1990)] , pAGE 

103 [zy^—^-)l-^-/. ;t^^-»$X K U-(J. Biochem. ), 101, 1307 (1987)], 
PHSG274 [v-XGene), 27 , 223 (1984)] , pKCR [T'Py-^ >^ • ^ . 
"tf • t->3t;p • T#^= — • • +f-f X>X (Proc. Natl. Acad. Sci. ), 78, 15 
27 (1981)] , pSGl/3d2-4 [+K h5^9 / O >?— (Cytotechnology) ^4, 1 73 (1990) ] 
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m.9Y\zm^^, y^x^-mmzmmz^, frz^^zmmp^zmsiz^z 

Z\t&T*^Z> 0 

(2) yX^7^ F&feikffifcCD^m. 

ifiiB4 (i) -vmm-zwti?x)\,7>r \ i &fe4tmfrmftm'<9*-$>2>wz 

2-25789K 1M bJ-9 J o V— (Cytotechnology), 3, 133 (1990) ] ^(D75mz£ 
Vffi^fflM^mAfZ Z\ t\Z£ B&}(Di?7)l7j h^fe<ttfimm&Z>^\Z 

i^x^y-^ b^fe{tmfcLm&±mT%Mn&m&zmm-rz>z\ ^ 
«>?x;i/^^ F^^#:Liico^«HugB i (5) \zmm.<D^mmz^ vmm 

zsmm\tte%\<D&ffi&m.&erfr j £z> z. tiz^ vrntifrz* z t^x^^> a mx.\s^ 
z/7,)i7-<{ b&%.i\:Vimm&z>wzzS7,}i7 ^ F&feitffifcim&mM^izft 

^7 ^ -fc&wz¥)inm*mftTzz£\z£Qm&-tz>z:£tfT"^z> 0 ittz, 

£ 56 cojs-l^ rife^ co^ DilL, mX-\t^fT~ i? y-mm. iz<kz> wmt 

\%.. &n?u~? b?77 4-&&wt'f)inm&mft-?z>z£i ( z£ r>mt&-?& 
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m&m&i,* m&&ftTzmm's.£m<mft [refolding^, qEu*^-. 

-f A / n i?— (Molecular Immunology) .32.249 (1995)] lz£. D i/X)l<7 -f 

MMt^ii^^^ V7s)\,?4 F%fe<m&<Dmmmmi <5) 
(3) 4 \*&fe<m&<Dmmj5m 

trifcSHJMfcKttU ^X^^ K^ffct/tffc^O. 1 ~20mg/kg/B& inT£ 0 

ti> lBim (¥0£^£fc^B&#) *&tera*«KiHrai;:i~3lHk 2, m 

(1) tilth lL-5Ratfifti$:m^tt-&&mi&%>& 
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Srtt^bfc^, feMMflmi&mmffiwL (1XBSA , 0. 02KEDTA , 0.05* T^t± 
HJ^A^frPBS ) fc^lzMML, 1 xio 5 ~2 xio 6 fif^!:Mt^„ itu 
121 (4)T?#£n*:tn;fc: HL-5R at/^D-t^KftM/wyj H— TO 
i«±ffi, ^!E2 (9)-rf#5n&tn;t ML-5R a k Mt^#:^MIfc&tfcC9ig*± 
fS, *SVittH5gBl (6)fcb<tt2 (9)-rf#enfc#S«lin:f*:, £fc«a£ffiWL& 
Sr^CD^fe (»^Jaff& : ^BR^IfflTiJ 198550 Ttf^-^ft^OjiMSfrlg 
aK^Sl3«kOSSfibfe>b<Z>S:0. 1 ~50Mg/mlO»ft{c^*«k-5{z:^aE«eiia^fe 

ffl mmm $> z> ^ « 1 o % Mi tfft&mmwi&m mmm & m ^ t*mk l ^ 

fc<7>£20~500 Ail f^ffil> ^T^SO^KSfS^-BrS. tuIS 1 (4) T*f# 
btlfcT^Xjak ML-5R a^E 7 ^ ±;i/tn;fls:jg£/W v"J F — TCDi£#± 
Buf2 2 (9) btlfctrik ML-5R a k Mfctaffcfl2«fc*ft**&S WiffilfH 1 

(6) fc l < «Huia 2 o) T*nznrzmmtfifa&fcfo2i±fzmfi, Rmmrmm 

fe^T-^liL^ta T^x-f £/n:/U >ia#:, iri^-y h^A/^n^'J >fit 
^^^Vi«if[k KA/^O^'J >ia#:£0. 1 ~50 Ai g/inlg£(E>ji££-g-iffc 

lf^>^lttUfc^/^n-^;i/taflcS:jRjS$-&^:«^, FI 
50-500 Ail *To#&U *^TT30#P*J3M^bTSj££lt£ o 

fefflM*&£50~500 Ail f^Mb, tK^TT?30^TO^ bTRjS$i±^ 0 

(2) ^k hIL-5Ra^#:^ffl^7tk hIL-5fe#'|4ij5fflflao±gmjflI^ifi^ 
tUbtlfcink ML-5R a|n#:cD»S'[4Pl^ffl^^Tfcfetr, k HL-5ft 
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CTLL-2(h5R)MlXl0 4 iHSr50M l ©lEflfJgifeKlJBHS LT96^ xJUgf^B 7 > 
- H;#£-t£ 0 Cd^SGsH 1 (6) fcb<te2 (9)Tf#5,nfcO. 01~50ug/mlCD 
«Ktri#Jg»c25^1, $ <=>K0. 4 ~40ng/ml <D t h IL-5^^triE^Jg^^J H ^T 
C0 2 -f >4^^-*-pK 37<C, C0 2 5^^TT24~72B#^ig#-r^„ 

-t;i/#^>7V >^>j/ h^JKSiOtf l/^ijran^T^e, 3 co 2 5 %m. 

U-y-Emax (t^a7-fyHXtti) KTiH£U &£f[#:©CTLL-2 (h5R) 

(3) irth ML-5R a fc b£j^J#©£^#l]fM 
^U^EJP^yV^y (polymorphprep , n n ^ -/ H *t®l) d — 

;U (percoll . 7 7Jl/7y7ttI) ^^©rfTfiSCDifli^glffi^^ffi^Th h 

U 96, 48*SUli24^i;HBHBai#*ffl^U-hH l tfbtircM^l X10 6 
~1 xio 7 fa/^x^iSU t hIL-5£SJ&»g#0. 001 ~10ng/ml tftfcj; 
5K:Jn*.*. $ £f3i!fJs2 1 (4) Tf#£>nfc#Et ML-5R a =E J >7 u—)-)\,$m 
i4A <y>J H-VW^±mSS^«fl&g2 2 (9)Tt#f>n^tn:t ML-5R a 
thMMlMtttDigtl/g, ^fc^BtilBl (6) &<5^«2(9)T?# 

^n^ssnaflc^jn^co^ >^i^-^-^, 37X:, co 2 5* m?jftTT2 ~5 s 

UJlh - ^Aif^fefe (^^©t^T : g#^aifS^^ 198830 fc£ 
^telCTMU, #M?©fiJ^£;£tf)3 0 trit ML-5R aSi#:##STT-CD 

(4) =E / ? n—tfrfamz^Zshll-bR a^m 

Wimi (6) &ZW$2 (9)Tf#bn/r 0.1-50 w g/ml CO^Mtaf*:^-^ 
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fctVTZfU— hzi- h U ffJHBl(l) -vn^fltz. 0. 1-10. OOOng/ml (DfifM 
shIL-5R a , fc U < « t blfilffift: £<5Dtfe#££j&S-&*. 7>- h^j:<i5t# 

^^TjgfiSLfcjtufa 1 (6) $>Z>^\t2 (9)Tf#£ttfcffiS!ltii#<Z>5^--:& 
ta^t bTGgffib feint h IL-5R aK^t«S&5llf h — ^SfSSTTStafc: 
h IL-5R a$ifc&fcjfc£tt&. mmWmzjfcVrcKJfc&iTtZ? a ifitMshIL-5R 

(5) ^i7^>yD7f^ >^fefCct-5 shIL-5R a<D^ktH 

BtJlBl (1) Tf#^>n^$4shIL-5RaSSDS^»J7^U;VT^ HflM (SD 
S-PAGE) iZ^Vftmm, #'J If- U^>->^Jl/^-'J [£TF. PVDF^i^-r 
($'J#7ai) ] l~10^JfiimT;U^S> (BSA) Sr^tTPBSK 

gLT4 c CCT-iMUTyD^^>m 0. 05S5Tween&-g-tfPBS(3T<fc<«5fe 

#-r*. i^pvDF^^misB i (5) Tt#<=>nfc/w yu h- -?<Dm&±tn&z>wt 

mmi (6) T?f#^nfc«»tn:^fla!lC^ia*r2B#ragU, O. 05%Tween£^-tTPB 

yP^J >tftifr£^trig&K:^EPVDF|g£^ifiT? 1 RBitU 0. 05*Tween£^tfP 
BS{CT«t<i5fe#-r5o <P£^/i^ ^-ia^O^^K^DfcS 

(6) shIL-5Ra(7)^^a;(^ 

96 O^;i/C0 ELISA m-f^Ts^v^-fV— MClaT^TW L> J ^fu^^) >Ja^ 
fcSWitrL^y KA/^nyiJ >iaft:^PBS &£T" 10-1000 fgJC^Ufcfe 
GD£ 50-200 l/^iJ^Ml, 4°ClZ-C~m&Z>^^Z^U\ZT 2mmSl 
IftglTKfStS. PBS CTS^U- hSr&fc^, 1-1 0 & CO BSA £ £ 
^■fr PBS 300 u. 1 / f )xJVf^MLT4t:t:T-^-5^}SSj£l:T 

30 ftVX^WWLT-Jny^ytf&iTOo PBS CTiy^-h^mi fusEl 

(5) T?#e>n&/w yj H-^c^ig*±tf fes^i»ffi i (6) -cftsnzt 
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ttmsiftmm (o. oi~so u g/mo $ 50-200 n i/^^^r-^ip^, 4vizt 

-tttt«bTtaff*K»*-a-S. tt^P-hfett^», I9IS1 (1) Tf#btl 
fcshIL-5R a?: 1%BSA £^tf PBS^ifTO. 1-100 M g/ml O»^(C^Lfefc60 
£ 50-200 m l/^x^f^t, 4tT-»$t^ RTV-h* 
0. 05XTween Srl^T tf PBS fc t'Tgfc^t, 1 - 5 fgjft^CQ SDS-PAGE ffl +h > 7;U A* >;/ 

5o~2oo ^ l/^xj^ai, 3o^±*ja-eigi;5r-s. &s 

tlJ^D PBS T'^fRLAc^, Rj§»ES: 1 1/->^cD 5-25 u 1 fgjp^ T S DS- 
PAGE^cfcD^®^ ^t^^PVDFM^^fC^^T^. I^PVDF^^Hflf25 
(5)t^Lfc«k^^teT'>i^^>^P S /^>r >^&fr^ shIL-5R afc« 

aits. 

m m co tg lg. u m. m 
m,im\z, 75X5F P age2io com^m^vt^mx^^. 

2S2I3«, 75X5 FpCAGGS-h5R. 25 MISiftEJS^Lfe|2lTSS» 
SH3|2Ite, ^7X5 HpAI234(Dit^Xg^^LrciaTr$»^„ 
f&4Elte, 7^775 HpAI230CO^Ig^^bfeEI-T?^^ 0 

SIS 6 El te, 77X= KpAI283fe«fctJJpAI285<7)jirfcX5g^^b}t|gT*4. 

S7 ^> 75X5 HpAI284*3j:U:pAI289<Z)ififiJcXse*^Lfc0T*-5. 

8S8 0te, 75X5 HpAI294*5«fcOtpAI295COig^X@&^Ufel2n?feSo 

^ 9 ^« 75X5 HpAI299*3«tu:pAI3OlCOjg^ISgS^Lfe0T?36*. 

miO|g«, 75X5 HpAI292(DBfiioXgS:7KLfc[aT$»^ 0 

mi20tt, 75X5 HpMKexlOigritXjgSr^bfelSI-rafeS,, 
ff§13Blfcl, 75X5 KpAI2630jgfiJcXig^U^:l2lT*4o 
Ml4g|«, #EkML-5R ^n-^-;^#:KM125743=fc^KM1259(D^|g^ 

s»j^{'*5tt-5h ml-5r a-t ^^Bs^^7'J>^e^«ffl.^en*^-r 
Sgl50te, 75X5 HpBSAC0iSj5}cXe^iKL7c[l!T-^^ o 
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S§16Ef«, 7 7Xi FpBSAE®jgj£Xg£:^b£:|2IT&£. 

ill8|llte, 7°7^5 KpBSK-H<Z>iiJ^XgS:^L,fc0T*So 

^19BI«, 77X5 HpBSH-SAfectD^pBSK-HAOififijcXg^^LfcETfe^o 

m20m\Z, 7°7X$ HpBSH-SAE^cfc^pBSK-HAECOB^X^^^U^I^T^So 

^2Ha«, 77X5 HpBSH-SAEEi3«fcrXpBSK-HAEE©ii^xeS^UfcBIT* 

^22BI«, 7°7X5 HpBSK-HAEESalOjg^XSSr^UfciaT^^o 

J£23I3«, ^7Xi HpBSX-S©aSj«XflS^Lfc0T&-5. 

fg24[gte, 77X5 HpBSX-SACOigj3cX3gS:^bfc0T*So 

f§26[3te, 77X5 FpBSMo<Di£j&X*g£^bfc[2IT3D£o 

3§27!2Ite, 7 7X5 KpBSMoS©ig]5£lg£jKbfc0T&*o 

H28B1«, 7°7X^ KpChiIgLAlS(&igjG£Xg£^Lfc0T?&"£. 

g§29E!te, 77X5 HpMohC/c©ig^cX3g^bfc0T*So 

^§30HH3u 77X5 HpBSMoSal<Oj2iJS;XjBS^UfcST?*S. 

^3lHte, 77X$ FpBSMoSalSCDjg^Xg^^LfelEI-I 5 ^^,, 

3132013, 77X5 HpBShCr lfiOjgjStXeS:^LfeBIT*S. 

J§330te, 7°7X5 KpMohCrl<Oi£j&Xj|i£^LfcK , T?&<5. 

^34Stt, 77X5 t«pM0TlSPOjiJ*xeS:^b^llIT*So 

B35g|«, 77X5 FpMo k 7lSP<Z>ifij&XH£7KL;fc.0-T?&<5. 

m36gltt, 77X5 FpKANTEX93©&j£Xg£jKbfcElT?**. 

H37ISIte. 77X5 HpKANTEX1259H<Djg^cXe&^Lfc0T*So 

H38EI«, 77X5 HpKANTEX1259COigJ5JcXe&^bfcBIT*S. 

B39|g«, Jab h IL-5R ailt h^^^7K^KM1399 © SDS-PAGE (4-15% 

KM1399, ^fijOM^^T^— 1 7&« KM1399 <»ff]/\°^- >£^n^*tUK 
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-To 

M40M\tMt b IL-5R aiI-7^XJa^KM1259 ttiit b IL-5R allh 
*^#l#KM1399 COh h IL-5 tth IL-5R a«CD«e^^rSffi«fiH4&^-ro 

»£ittraififsj&te. mmtmw-mm^ti^Tfcto •^*kmi259, o#kmi399 © 

fg41 Eltt. 7^X5 F pT1259 C0Ml*§£^Lfcl2lT&3 o 
^42EI«,y^X5 F PT1259 Sffl^fctrtk h* IL-5R a lit N^^J/vftO 
-iai4S!3SfZ«fc*fiH4fFffiS:^-r. liChh IL-5 thh IL-5R aio|5A (: 

mwmtt, -f^TsS. HphKM1 259HVOCDifije3cXSS:^bfcBlT**. 
^44E!te, 7 7X= H phKM1259LVOOigfiJcXS&^bfc07f*«. 
2§45|2l«, ^77= HpKANTEX1259HV0©ii^X@^UfeB|-eSSo 
8146 Ste, 7 7X5 h* PKANTEX1259HV0LV0 ©iftf£Xg£^l,fcia'T?<feS 0 
^47BI«, Kk h IL-5R alBfc CDR KM8397 CO SDS-PAGE (4—15* 

fin^iiTc^^T^n^nsmsciftSrffofc. m ^ft7-*- ( 1 ^ KM8397 
<^»/\° 9 - > £ ^n^-'n^-r „ 

48 Site, ink H IL-5R a git H^^^f* KM1399 tint h IL-5R ailb 
hMCDR KM839 7 COk h IL-5R a iItC^T^^^tt^^-r o 

h IL-5R alltZ^T^)^^, «ttteK#*a^^ft^n^To •#KMI399, 
CWKM8397 CO^^^n^n^-To 

IS 49 EItt, -^tt^ig^Xtf ^C0^a^/N-->'3 >co^t h IL-5R all 
t b^CDR^ffijj[#:<Z>k h IL-5 th h IL-5R allCO^^^T-SiaSStt^l? 

^ :7#vffc KM1399 O^ttS: 100 t Lfcl^OtH^ttfiiSr^n-en^-ro 

^50Stt, mWklsfz&m&Mn-i>=L XDfali b IL-5R allk h^CDR^Ifi 
^CObh 1L-5R allH^T^^^ft^^-ro *i$|tj«b:h IL-5R 
S«g^ffi14, m$4«^«^^^-tl^tl^-r o ±©CO#^KM1399, <0#HV. OLV. 0, 
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m& HV. 2LV. 0, HV. OLV. 3, Art* HV. 3LV. 3. T©6D#a* KM1399. Ort< HV. 1LV. 0, 
Mifi HV. 3LV. 0, □ # HV. OLV. 4, Art* HV. 1LV. 4, A# HV. 2LV. 4, Xflt HV. 3LV. 4 

W, 51 Kte, 7^X5 H pBShC r 4 Oigj5RXiS&^LfeigTafeS. 

H52 Ulte, H PKANTEX1259 r 4 pKANTEXl 25 9HV3LV0 r 4 CDjg 

31 53 k htrtfls IgG4 -^^^ ^X^fctk h IL-5R o«t hM^^ ^ta-ftta 
KM7399, k hiaffc IgG4 ^^^7 ^ X <Z) h h» IL-5R allk CDR ffrfiltafl; KM9399 
CO SDS-PAGE (4~15*^>?X> <£mS^®J/\°^- > £^-T 0 & 

^V-*-, 1 a*KM9399, 2 **KM7399, #4Mtf> M #<£*HFV-;fc- 4 1 fl*KM9399, 
2 ri*KM7399 <D^»j/\°^ - > Sr^tl^tl^To 

3f§ 54 k bfrifc IgGl -tJ-^^^XOiat: N IL-5R alMk hM^*^ifi#: 

KM1399, k hta^ IgG4 P ^7s<Dtfi k h IL-5R alik h^^^ KM7399, 
k htaffc IgGl -y-^^^XOOtfLk h IL-5R allk CDR ^Wfcvfc KM8399, k h 
tr[# IgG4 +»-y^^X©Jak h IL-5R alfik h§4 CDR J&mm* KM9399 cDk h 
IL-5R amz1ti'?Z>i&G8i&*7FCt 0 mmtt b IL-5R all^-T^^Stt, 
Mttte^#»&&^n-? r n^"fo Ofl*KM1 399, #j5*KM7399, D^KM8399, ■ 
KM9399 ©«tt£^n-£ft?K-r. 

^55EH3u tftk ML-5R a ^ 7 ^ P — :J-Jl/Jafl:KM1257, KM1259, KM1486, KM1399> 
KM7399, KM8399i5«ktXKM9399CDk h IL-5R StfcTaH ACTLL-2*fflJ& <h (DfcfofeZ: 

^Um\t, tak h IL-5R a^Ey ^7 D-^-;UK#:KM1257, KM1259, KM1486, KM1399, 
KM7399, KM8399^5cfcI/KM9399COk h I L-5R 3Sfe^»ACTLL-2JBHJia<Z5IL-5«t#'|4 

H570«, Mk h IL-5R a^y # □ — ^;i/£i{*KM1259CD k b £ <D fcfo 

te^n—tH* b*-?-lZ-ZffiffiVfz%5%:$:7jk-r o 

^58Blte, fcik ML-5R at; ^ D-^fciffcKMl 257, KM1259, KM1486, KM1399, 
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KM7399, KM8399:fe«ktfKM9399©t b ffl ft m&temisrzl&m&TRTo 
^59®tt, }/L t h IL-5R a ; E/^P-^-;^fls:KM1257*5«fcaCtf^>giai 

KM1259H«kSpJJgttk ML-5R aSfi^(cMLT^Wbfc^^^To 

^60|g|«, tn!fc:HL-5R a =E / 2 D— ^JHftflsKM1257, KM1259*3cfc^KM1486 

£fflWc^i7^>yD7f^ >^IC«kSshIL-5Ra©tftai<&fTofcl|g^& 

3161 Mfc:hIL-5R a^E / ? n-±)l$fifommi, KM1259*5«fcrjtKM1486 

hjsm i 

(i) m^mmm^m^^^-mE2\Q <Dmm 
m^mmm^m^.^^-^cE2oi mm^f s-^mi) t pageus c^ih^ 6- 

205694) Srffl^T* Wl«5iBHflaffl^^^ ^-pAGE210 CD^^J^TWcfc 5 (Cff 

H PAGE207 PAGE148 CO 3 // g £ lOmM h'J^-ttLgg 

(PH7. 5) , lOmMififfcvi^v'^A, 50nM Jfcffc:*- MJ ^Ai5<fc I* lnM yftXl' 
-f h-;W (£TF, DTT >5>e>fc*l8«i«30 At 1 K&flPU £ <=>K 10 

cocial, fecklXKpnl (^-rnfe^fiisasa, J^T, ^gij^m^^^iso, $4 

X^^»jt3T5>ia^, PAGE207 7^6te SV40 ©W^Ot- ^ — £x>A>+f- 

T> Ap £^5) SHtt*e^S^tf 4. 7kb CO DNA Kff>t£^0. 5 w g , PAGE148 
btevk Ko^B&JB7E#3& (OT, jfife^^^tf 4. 3kb co DNA W 

ft&mo. 5 m g muLft, 

^<D£olzLTnznfz PAGE207 CO Clal-Kpnl »rJt 50ng i; pAGE148 CO 
KpnI-Clal Wit 50ng t& 20 w 1 CO T4DNA U #— - tf^WfBt [66mM 
(pH7. 5) , 6. 6mM IftV^y^A, lOmM DTT&cfcU^O. lmM 7fV >»=ij > 
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m (j^t, atp t^o) frt>t£z>mmm, vxrw\m \zmm^, t4dna u#- 
-tf (ssiias, sirmm) 200 mn^twx., i2r-e \bm$mt;Kfo&ft 
^(D£?\zv-cmh>nrzffl.&7L77X2. f dna ^^tabim jmio9 vtzmn 

^ 1 IUiC^Ufc7°^X^ H PAGE210 £f#fc„ 
(2) shIL-5R a»^^-ii^@6<)ilfc shIL-5R a cDNA Oft-fey h 

shIL-5R afgJf!^^— <t#^C9fc£)shIL-5R a cDNA CO 5' is =fc£X3' ^flgfRfii 
«£>3fe^ Mt)J('*iJIS»Sl^ie^j03gA&OTtC^-r¥lg^Vi PCR & 
— Tt- 4 X (Maniat is) b$B^I» ^EI/^zz.^ — -^n — - > (Molecular 
Cloning) , 14.2, Cold Spring Harbor Laboratory 1989 *£\ £fl3t^Tffo)fc. 

F pCAGGS-h5R. 25 « shlL-5R a cDNA MW^^S H pCAGGS 
C^-> (Gene), 108,193 (1991)] &Cfg 2 EltC^Tcfc 5 Klf A^n^c 
-5 ['»— ^"JL- • • X^X^U ^>^;i/ • ~>>(J. Exp. Med. ), 175 , 

341 (1992) ] „ Z.CO pCAGGS-h5R. 25 CD 3 w g £ 30 Ai 1 CD 50mM h 'J^-ii 
(pH7. 5) , lOmMffifbV^i^A. lOOmM mt^T h U t> KH&JS ImM DTT ^6 

Kin*., stc io wsco ecori £flnAT 37^7? 4 rasjfo£-frfco 

n-xm^lMZT^jitft, shIL-5R a cDNA £"atf 1. 4kb CO 
DNA m^r^m 0. 3 At g lUiRbfco 

^f;±I2T# btlfe DNA WfM" lng £ 50 Ai 1 CD PCR mffiftc [50mM J&ibft U ^ 
A, lOmM HJX-*£&(pH8. 3) , 1. 5mM Wte^if^is^lx, 0. 2mM ^Or^-isT 
T/y>Z'J>i (JBTF, dATP irt/i-9) . 0. 2mM 7 y>EU >^ 

(JETF, dGTP<ht^5) , 0. 2mM ft+yy hy>£'J >i (J£TF> dCTP £tr>5) , 
0. 2mM t^^v-^ y>HU >m (KT, dTTP tf>e>&Si|f fflrifc] (C}g 

#U 50pmol ©B5#l#-*t 1 tC^Lfci£M3*J£WT£'&65cDNA ^U-IE^JS^ 
2 H^LfciSSBB^JSrWrS'&fKDNA [i/^nfegftDNA &j&m \ 380A (77° 
^-f H • A*-f tyXfAXtt ; Applied Biosystems Co., Ltd SO ^ffl^T^ 
fiKLfc"b<D, J^TITO] , $b(3^>h DNA #'J^^-if [~i — (>?^> 
H • A-f^tf^ h 'J-X& (New England BioLabs. Inc.) SI, J^TfTO] 1.6 
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m&sanAT, 55^2 i2vx^ ^raa^fc* 

^frTT/^-+> • XJl,7-ai DNA tl— TJl/-tM ^-£ffi^T (J^TN 
t£) 30+K^;K7)PCR aft£fTofc.Sjft&7&, &Kfom\0u 1 {3 lOOmM h 
U*-ifi&(pH7. 5) , lOOmM M^V^i/^A, 500mM &Yb.:J- MJ "2 A*5«fctf 
lOmM DTT 2 /ilj/il CD^@*, 10 WiCD Hindi 1 1 £Jp;i 

(Maniatis) h>MM, 1/4^ ^— • ^7 n — - (Molecular Cloning) , E. 10, 
Cold Spring Harbor Laboratory 1989 I'J: D DNA (HfM-SIsIiRL, 20 m 1 CD 
20diM HJX-&B8(pH8. 5) , lOmM&ffc^^^A, lOmM Jfelk^7 U ^ A*3«k^ 
ImMDTT fr*>-fc2>1&ffiWi\zn&tt\s*'£.lZ 10 ififiCD BamHI <£J0*_T ST'CTM 
WSJBStfc. ^Jfcffi£7#D — *m^*l&K:<fcO#iffl^ 1. Okb CD DNA Bfr 

-Tj^X^ F pUC19 (77JKy7-^tf?tt) 3 m g <£ lOmM HJ 
X-JfiBI(pH7. 5) . lOmMJfiffcV^^A, 50mM ig{b^" h U ^ AfecfcD^' lmM DTT 
ri>£fc:£>*IWi£ 30 m 1 KSSfffiU Hindi 1 1 10 mtL&tiUPtT ^IXZTr 4 B#^J^Jf& 
M^Ox^y-JMCckODNA WfM-SIUiRL, 20mMh'Jx 
-^^(pH8.5) , lOmM^tV^v^A, lOmM J^-fb^J U ^ A*3 .fetf ImM DTT 
6^CS««^30mI Kf5&#UMK: 10J£<4QBamHI £iP;LT 37-CT 4 Bt^ 
SJfrS-frfc. f£>5jft&££:7 # D -7tS*ll:± 0 pUC 1 9 CO 

Hindi I I/BamHI »fM"S*«jO. 5 /ig HJiRLfcc 

PUC19 CD Hindi I I/BamHI SrJt lOOng £shIL-5R a cDNA tUftf- 50ng £ £ 20 a 
1 CDT4DNA U#-if$gtlj?&K:^U T4DNA U #— fcf 200 ^{i^JjPA, 12=01: 
16B#W«S-&JSJSS:fTo^:o Z\ CDd: "5 t3 bTf# hntzM^y" "7 7, ^ F DNA 
^T*fll^JM109 flc&JBStfc&U ^3|EI^^b/t7°^X5 K pAI234 £f#fc 0 

(3) k HnJigtt IL-5R a^?i^^^-cD^^ 

^MJl(l) Tf#btlfcpAGE210 CDHindlll-BamHI ifrtl(2) Tt#btlfc 
pAI234 (DshIL-5R a cDNA ^"eTifHindl I I-BamHI mftZi ^m^^ Z. t IZ£l K> 
sh!L-5R ol^M^^— PAI230 CDlilS^^TCDd: 5 Hff "3 fc„ 
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PAGE210 CD 3 u g £ lOmM hUX-^(pH7. 5) , lOmM mf? tf*z/V A, 
50mM^b^- h U ^A^oebr/ lmM DTT fr^tz&mWiWM u \ IZ1}U?L, mz 10 

Hindi 1 1 ^MT37t:Tr4 S# P^^-ar/Co fggUfcf&J; 0 / —)VVtfk 
Kl^DDNA KffM-SrlEliRL, 20mM h U X - (pH8. 5) , lOmM mfr??*^^ A, 
lOmMMb^U^A&ck^ lmM DTT 7^£>&5iiiM30 m 1 KSiSJSU Hid 10 
^{iCD BamHI ZUn^T 37'CT; 4 H#Fb1^^^ -tsh/co iSM^T^D-XlI^ 
®J(Z=k Vftmm, 9. Okb CD DNA 0. 5 At g HHKbfc, 

PAI234 CD3 ix g £ lOmM h 'J X -Jfi& (pH7. 5) , lOmM WfcW^i/V A, 50mM 
Ifrffc^HJ^Afccfctf lmM DTT 5 30 *i 1 Kin*.* Ht3 10 ¥{4 CD 

Hindi 1 1 $:ip^T37 < ci:4 B#ra£jfc£-Brfco ssjSfflt«k Di^ y-JUjM^j: 

D DNA SffM-^rlHjtlXU. 20mM b U X - (pH8. 5) , lOmM A, lOmM 

^b^7 U ^A^ScktX lmM DTT 30 w 1 CSSgfllU lO^Mi 

CD BamHI SrSnAT 37t;T 4 B#WRjS£-&fc. iM^T^n-Xl^llC 
<fcO#Bi&, 1. Okb CD DNA HFf>t££j0. 3 n teURLfc. 

#:flpAGE210 CDHindlll-BamHI BrH* 300ng i pAI234 CD Hindi 1 1 -BamHI BffH" 
50ng££T4DNA U ttHWffc 20 n 1 JdigflpU T4DNA U 1£ 200 

5nA, i2tT i6B#r B i^-&M^fTo/i 0 z\(D&o\z^%^nttm&7L-7^7, 

S H DNA £JB^T*IIB» JM109 t*£fl£»3tetfcU H4 HKC^b/z^X 5 H 
PAI230 £f#7^ 0 
(4) ~>^Jl/g2£iJCD» 

shIL-5R aCDKj^^iZcfc^J^j^^J^^^^fT^fe^, shIL-5R a£zi— F 
T£ cDNA KlWbT^CD^^jl^^JcD&^^^^gB^JCD 3" *jSffi!KCD 
EcoRV ISiiSa^'JCD^A> Urc^T^fig DNA Sffi^Tt HJ5fcfi5fc;i^E> [+Kx> 
X (Science), 205, 602 (1979) ] ^teirL#>^U H GD3 3^ ^JrEft: KM871 
5-304989) CD^>^;i/i/-^X>X^CD^^J^TCD^JIitC^oTfT 

3l«iJ 1 (2)-Cf#b.nfey^X^ H PAI234 CD 3 u g £ lOmM hU7-Il 
(pH7. 5) , lOmMm^^^^v^A, 50mM mti~ h 'J ^ A&cfctf lmM DTT t^<~>& 
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&M9iWzo u l Miz 10 mt(D Hindi 1 1 £jq,*_T 37<c-r 4 B#r H ^^;$ 

i±7c 0 ^^f^ckOx^y-;^RS^=t 0 DNA K»t>t-£[hIi(XU 20mM 
^(pH8.5) , 10mM^b-7^T->^A, lOmM mttJ U O A^jj! imM DTT >&>£>fc 
£HSt?& 30 // 1 K^jgflfU StI lO^feO BamHI ^Jq^.X 37TC7? 4 B#WSJE& 
iSM&T^P-XUMCi D», l.Okb CO DNA mft&ffi 
0. 3 m g ®iKL/co 

-JjZf^XS. h*pUC19 ©3 m g £ lOmM HJX-£«KpH7. 5) , lOmMlfrffcv 
^v^A, 50nMttL-fb^- h»J ^AiSirjt lmMDTT bfc^lf 30 At 1 iZfeM 
L. 10 WiOHincII SriPAT 37t;T 4 B#^SJ»S$-fr^, gMiDl^ 
JUaiStCcfc D DNA »r>t£[HjiKU pUC19 CO Hinc 1 1 l#rft-£fctl 0. 5 u g ©JR 
bfc 0 

_hBET?#*: DNA »fM-**J Ing £ PCR W50 m 1 U 50pmol COga?iJ# 

^2 tw^bfe^aSifl^J&^-TS^ DNA *3cfctfK#l#^3 tC^bfc^Sge^J^ 
WT£^fi)cDNA , $£>l3^>hDNA # >J * ^— fcf 1. 6 mZ&tiUTLX. 94tfl 
^PbI 48-CT 2 72-CT 3 #RSJ^ b^^-^CO^^TT 30 tK ^ 

CO PCR ^J^^rfTofcoMS^SrT^n — 7s? MZXftm&.ifall. 9kb COhIL-5R 
aCO-^Sr=i-K-r^ cDNAWrM-0. 5 u g SrlelJKU -?-CO 5 1E> 50ng CO DNA i: 
PUC19 CO Hinc II BJr)t 100ng £ £ T4 U #~t? 20 u 1 ^i=g»U T4DNA U 

tf 200 mtL^mx., \2x:t* ismm^Kfo&fr-ifz* -co^^b-me 

tlfzffl.m^7°77^ H DNA ^fflOiT^Ii JM109 **£J£«3te&U ^5|^(C^ 
Ufc^^X^HpAI280 ^?#^ o f#e>tlfc^^X5 HpAI280 CO3 At g £ 30 tf 1 
CO lOmM MJ*-Jfi&(pH7. 5) , lOmM x^*->^A, 50mM tfbt h U OA 
fc^I/lmMDTT ^€>^S««f^{CilP^.,H^ 10#fi[<^XbaI *JPAT37 , CT?4 B# 
|B1^$-B:feo M^f&f^ck O J —)ViXMl\z£l K) DNA »rM-SHIJR U 20mM h 
'JX-^(pH8. 5) , 10mM*a>fkV^>">A, lOmM j&ffc* U O A*5 £££ ImM DTT 
^b&<5|gfijfi£30 At 1 tlS^b, StC 10 i^iCO BamHI &MT37 C CT4 B# 
RS]SJfc£l3:&„ — xm^*i!j{C«fc K)ftm'&. 2. 8kb CO DNA 

It^r^O. 8 At gtHjlRbfCo 
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7^X5 H PAI234 CD 3 u g £ 1 OmM h U X - Jg^ (pH7. 5) , lOmMJfirt: 
-7^T^>r>A, 50mM^<b^- h D»>A*3j;tf ImMDTT ^ ?>7S:SJSW?S 30 At 1 KiP 
A, Mt' 10 WiCDXbal £3jp*.t 37<CT4 ^rasjEB$#fco ^S^fSckOx^ 
y-;i/MtCcfcO DNA 0fJt£leliKU 20mM h U X-£K(pH8. 5) , 10mMi&{fcv 
y*i/*7k>. 1 OmM mtt5^)^> A *5<ktf ImMDTT 7^b&3$§M30 At 1 (CS^ 
U Ml' 10 J^iCO BamHI £#P*_T 37*07? 4 f$ffl iSM^7^/ 
a-xm^WtlcfcD^ili^t, 0. 8kb CO DNA $r)t£^ 0. 2 ng UPRUfc. 

^{3 pAI280 CO Xbal-BamHI WfM" 200ng £ pAI234 CO Xbal-BamHI BffM" 50ng 
T4 >J#— - tf|g«i£20 At 1 (3?g*§?U T4DNA U fef 200 mtL&KUTL, UXIT* 
16P#P B 1^^£ffofc 0 ^COd:e>^UTt#^tl^mmAy^X^ H DNA &m 
^T±mm JM109 t*£JBS5f£«|U ^5|21H^b/i:y^X5 H PAI282 £f#fco 
^C0pAI282 C0 3 ^ g £50mM HJ * -£K(pH7. 5) , lOmM mt -?tf**/t7&. 
lOOmM ^{b±h'J^A43cfc^ lnM DTT a»5&£J|g«»t 30 At 1 KJq*., Jgt3 10 
^{iCOEcoRV SJaAT37T:T4 SSiEffltJ: 0 y 

IC^DDNA WM-SrSiRL, 20mM MJ X - JfiBS (pH8. 5) , lOmM mfr? P^i^O A. 
lOmmtfi U ^Afc^ ImM DTT a^teSJgWifc 30 At 1 izmfeffiV, M\Z 10 
mfeCO BamHI SriPAT 371CT 4 l^rajKj^$^c. MI57^D-X1^ 
SfetClcfc D^Pim, 0. 9kb CODNA Kfit^JKj 0. 3 n g ts]lRtfc, 

sa^ij#^4, 5 ic^Lfc^sgB^j^#T^-&^ dna co^n^n 1 u g £ 10 
i ©assTKidigflpu 9507? 5 ftmmi>tzm 30 ^twt^^t-M] 

bTzi— U >^£ff-r>£:o ^JS^J 1 (2) T??# ^tlfz pUCl 9 CO Hindi I -BamHI ffliFr 
lOOng , pAI282 CO EcoRV-BamHI tWH" 50ng, ±SBCOii D 7-- U >^£?to fcBS 
^J#^4*5«ktJt5 t^bfcffi*BB^JS:Wr*^fiJcDNA50ng ££T4DNA >J #— if 
^»20Ai 1 K?£fi|U £t>KT4DNA U fe? 200 m&£Jn*_, 12T;7;160f 
RSJ^SJSSrfr^fc:. -C0 = t^HLTf#btircffi^A.y^X5 H DNA £/HHT 
*I§0JM1O9 &&J&«£8iU m6m\Zmi,Tz-f^X^ H pAI283 £f#fc. 
BB^J#^6*3j;aC9^Ufett[SE^J&=ft-rS^DNA £^n^ft 1 At g £ 

io At i ©j&gzKKiiSfl? u 95t:t? 5 ^KJnlSftb^ 30 ^^^x^iasw 
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£PL^- — U ytf&ft itz. mJxfomz 500mM hU^-^(pH7.6) , lOOmM 

50mM DTT\ ImM EDTA Zfczmffim 2. 5 u K 10mM ATP m 
f&2. 5 At 1, ^@7fc9 m 1 , $ £{C T4 ^ £7 F3P:f— if (^igjt&fi) 

5 i|M££}jn*37'CT-2 Bf^ U >ggft£/&£fT o fc. ^nittgiJI3ia^J#^ 7 *5 
cktf 8 fC^b7^SSB^J£^T£^f£DNA£^*VE-*n 1 At g £ 10 At 1 <M 

PUC19 CO Hindi I I-BamHI $r)t lOOng % pAI 282 CO EcoRV-BamHI Bftf- 50ng, ± 
flBCOi; 5 CWMUfe^jsJc DNA 50ng £ T4DNA 'J feH«fj£ 20 At 1 

KJSfBU T4DNA U#— tf 200 mfiSrUn^L, 12<CT 16 B3ftiJ*g£SJ££fTo&o 
-CO£e> fZLTff^n^M*.:/^^ F DNA £/8^T±J3IM JM109 
fe&U ^6 0i'^Lfcy^XS H pAI285 
(5) is tf 1- )V&m&&$£\stz shIL-5R a §£3Ef!^ ^ — <Z);8f^ 

^Jfi^lld) T"f#^>tlfepAGE2l0 CO Hindi I I-BamHI ^>ti:3IMM 1 (4) T 
mZtlfz pAI283 PAI285 Ot bvSmVk IL-5R a cDNA ^^tf Hindlll- 

BamHI »rK-<h££^rS - tfC «fc O t h nj^ti IL-5R af83!^*-pAI284 *5 
«trXpAI289 <&«&£&TC0<h*3 9fTofc. 

PAI283 *5«fctfpAI285 CO 3 At g £ lOmM h >J X -jfigg (pH7. 5) , lOmMJfrffc^ 
*S">A, 50mM&fl::J- HJ^A*5<fct*lmM DTT *^^SJ|gaf^ 30 At 1 izUdX.* 
mz lO^OHindlll SiPAT37t:T?4 B^KJSJt^-e-fe. MiDl^ 
/-;U»tCctODNA^H-S:t5liKb, 20uM HJX-JfiK(pH8. 5) , lOmMJE-ffc 
V^~>r>A> lOmMJfiffofrU^AfcckEJCinMDTT rt> t>fj;^^^f^ 30 At 1 IZHfe 
A¥U lO^iCO BamHI SriOAT 37^^ 4 W^JS^-tirfco iSM^7 

^□-xmm^cKltlck^^-jlim, l.Okb CO DNA BrfrS^n-^tUft 0. 3 At g 0JJX 

PAGE210 CO Hindi I I-BamHI Br M" 300ng <h pAI283 & & Vi ti pAI285 CO 
Hind 1 1 I-BamHI tPrtf- 50ng t £ T4DNA U -fc?|g«i&20 ai 1 ^?g#?UT4DNA U 

#--£ 200 mz&ljnx, nx:^ iwm^Kfo*ft-ofz a ckbjzshlt^s 
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nrcmm^y'^x^ h dna zm^T±mw jmio9 m^mm^L, ^7ii:^ 

lfc^7XS H pAI284 *5«fctfpAI289 £t#fc 0 

(6) hML-5R at\ibfk&#nzrV>fe1%mVt.£0>te'&W&<Dft9lk 

t h IL-5R a<£>*fflflS^Mc<ht: hM^n^J >^SJ£ (JETF, Fc LfrT) 
£#(Gly-Ser-Gly) 4 t ^ "5 T a y^gB^JCD U >#-&:frbTi|g^£ft&lli&® 
S (RT, hIL-5Ra-Fc <h^"3~) ^{^^OTlC^-r^)litC^o Tff o fc 0 

t hfe^nyj >^£^c£3— cDNAtet h§^*^£n;#:H $I3§9E 
^^- P ChiIgHB2 (4#ffS¥ 5-304989) ±CDfc:h IgGl felgmm&O- FT^ 
^?rfflVi/t 0 ^T\pChiIgHB2 CDS3 lng & PCR &ffifflc 50 # 1 U 50pmol 

cDge^J#-^ 1 0 t£^Lifcftgffi^J£:*rr DNA *5cfctfgE3aj#*§- 1 1 

fc^Si2^J&^r-rS^J5feDNA , £<=>(C<>hDNA 4?D^— tf 1. 6 ^Mi^flpA. 
T, 94-CT1 #Rfl, 48*CT2 72T:Tr 3 #FK;&>6fcSH^£Jte&#TT* 

30 ^ ;i/CD PCR SJi&Srffo/ic £j£*S7&» 20 n 1 (3 200mM MJ 

X-^(pH8.5) , lOOmM *&Yfc^*>"^A» lOOOmM JfiYb* U ^ A*3«fctJC lOnM 
^b^W2.5nh IS*2.5/il, 10 ^-{iCD BamHI £ JnA 37^-1* 4 B# 
rastirfe,, £jfc*S7SL MJSC^^Ttfa-xmm^ftt^ci: D^®U h h IgGl 
HfS cDNASr^tf 0. 7kb CD DNA 0rtf-£*?JO. 5 y g HiRbfc. 

*iS^J 1 (4)T?^6nfc PAI283 CD**J lng S PCR HfrfS 50 m 1 \Z&Bls* 
50pmol C0SB^J#^- 1 2 ^Lfci&SK?iJ£W-r££-5£DNA fecfc^ga^JS^ 1 3 
lc:^L^iaSfiB^JSWrs-&J5J&DNA , ££>tC^>hDNA ^U^— fc?1.6 mfi 
^riP^T, 94TC1? 1 »fBJ, 48^1:2 #fU3, 72*CT 3 — ^CDJ^JS^ 

frTT 30 ^cd PCR £Jft£?fofc.Kj£ifc7&, M£d£f& 20 a 1 K lOOmM 
MJ X-£gKpH7. 5) , lOOmM i^^y-^A, 500mM mt^ h U ^ A43£ 

lOnM DTTJ&>£fcS&«i&2. 5 w 1, I@tK2.5wK 10 CD Hindi 1 1 ^ Jjp 

D#®U &J£jM&7#D-X«^&I!jt::«kD#|H& % hIL-5R a<Z>»fl!&fl^ 
is££zi — F-T^> cDNA £r"atf 1. Okb CD DNA BfJt£#«j 0. 5 m g HJJRbfco 

t h IgGl FT* cDNA Sr-g-tr 0. 7kb CD DNA RffM" 50ng, hIL-5R 
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a(Dmm^m^^i- cDNA £^t? DNA »f>t 50ng, pUC19 (D Hindi II- 

BamHI iSfrtt" lOOng T4DNA U #~ lf««f«t 20 n 1 K&tfU T4DNA U tf 

200 Wis^n*., i2t:-e i6s#r B ^^s^^ff ofc D ^cD«fco^LTt#e»n^«a 

H DNA £ffl^T*JiI0 JM109 tf^TfcMfc^U £§8[gK3.^b^ 
7X$H PAI294 

— ^SS^J 1 (4) Tf#£.n/ipAI285 &r>y^- hcLLTS2?fJ#-^ 1 3 43 

£m 4^^brcigssa^js:W-r^'&fiJc dna £y^<T- < hbTffi^T±fE<h 
iwn$»^^ir pcr Kfo&m^ Kmnrm, mKfom*Tjiu-7.mm.w.m\z 
cko^-piL, mfcjfcm$:7jja-*mm.$kmz£. d^®^ th il-5r 

Mi^?:3-FtS cDNA S:^-tr 1. Okb <Z) DNA $rJt£#jO. 5 u g HHRb^c 
f#btlfcDNA WM-50ng, th IgGl ^«t£=i- FT£ cDNA 0. 7kb CD 

DNA mft 50ng, pUC19 CD Hindi I I-BamHI WiPr lOOng & T4DNA U fcfMfffc 
20 m 1 K&fRU T4DNA U fe? 200 3M£<£ijn*_, 12t1: 16 P#|Bj 
ffoit. -»ct-5^LTf#£>n/!:*a&;t7°^X = H DNA £ffl^T*fl§M JM109 

fc&Mnu&L. ms Enc^b/ty^xs h PA1295 

(7) |&-gr^6f£5I^^-CDjg£g 

^Jfi^J 1 (l)Tt#^n^cpAGE210 CD Hind 1 1 I-BamHI $rJt 1 (6m#<=> 

tlfcpAI294 (DhIL-5R a-Fc £ zi - * cDNA Sr^tp Hi nd 1 1 I-BamHI mfrt* 
»^-rSC: tlZcfcO hIL-5R a-Fc %3S^^^-pAI299 ©«^^J^TCD«fc tCtf 

7 7X5 H PAI294 CD 3 At g Sr 10bM h U ^-ifi||(pH7. 5) » lOmM Jfrffc-?2f* 
~>^A, 50mM ^k^- h U ^A*3«fctf ImMDTT Ztz&MffiWi 30 m 1 Klin*., Jg 
(3 lOmfecDHindlll £jjn*_T3 7 TCT 4 l$l81£J5S£-frfco fSSJ^i; D J 
-)ltt.mz<kr) DNA KffH-SrteJiRb, 20mM HJ *-&B6 (pH8. 5) , lOmMiM:^ 
^*>^A, lOOmM *&{b# U ^A&cfc^ ImMDTT b ^cSJgWfBc 30 w 1 (CM^^ 
U II: 10 mtL<D BamHI * JP^T 37t:T 4 f^P^JS^iifco fgj£C^£7# 
□ th IL-5R aik^gyp^'J>^t««© 

fii^-ma^zi- H-TS cDNA Sr^tf 1. 7kb <D DNA BfrH-£*«J 0.4 /ig 04Xb/ic 
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PAGE210 CD Hindi I I-BamHI $rJt lOOng t. pAI 294 CD Hindi I I-BamHI BrH" 50ng 
ch T4DNA U - ttlgflfiflc 20 At 1 (ZfgfilU T4DNA U i? 200 Wi&flP*., 

£ffl^T;«» JM109 U ^90IIiUc^7X$ H PAI299 

±SSt(s]^^LTpAGE210 CD Hindi I I-BamHI IfH-tii^Jl (6) t?# 
btlfc pAI 295 CD hIL-5R a-Fc & 3 — cDNA £"atr Hindi I I-BamHI WrKL 

&m%H-rZ>^£\ZJ:r) hIL-5R a-Fc Sg3i^^-pAI301 CD^IS^fTofco 
(8) B^MflSiCcfc^ shIL-5R aft&&ftorztb<DlB.fr&z_'J>{ )l7><Dft9k 

MSIf £3- F-TS cDNA H^fi^tf^igi^^MO^^X 

-S>^^>?±M/N^a-nrf-;i.Hx^-^-^^ h* (Sp n n S^ PM-21001K ) 

'MffiMltt) Tf#e>nfepAI285 *smSHJfiMl (6) T??#SnfcpAI294<£>3 
«. g * 10mM h UX-*&&(pH7. 5) . lOmM tUtT^^i/^A, 50mM h U 

^AiSet ImM DTT & ^fc&WiWjtik 30 p. 1 \ZlJUz., Hid 10 i£{£CD Hindi 1 1 £ 

sn^_T37t:T4 raws** UKj&m&Y)3L*y--)it)c,miz&K)mk mh- 

SrEiRU 20 Ai 1 CDDNA # »J ;* ^— i? IlSWffc [5mM h U X -*M (pH7. 5) . 
lnM M^^v-^A, 0. OlmMDTT, 5 u g/ml ^iMtf >, 0. 08mM dATP , 

0. 08mM dGTP , 0. 08mM dCTP , 0. 08mM dTTP frbti&l&ffim, ETFIsJfll] JC^ 

#u 5 mtL(D±mm dna ^u^^-if i ^i//-i#m- (sgjiftg, j^tiwi 

tl) SrflP*.. 22 , CT30^WRje$-&, Hindi 1 1 mit\Z£ i T£ Cfc 5' ^tli*^ 

^ /— ;ua»*ff ^20mM hUX-^(pH8. 5) , lOmM JfrffcV^ A, lOOmM 
^{fc* U OA&^lS lmM DTT *6S»l30/i 1 t. 10 ^fiCD BamHI SrjjPA 
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T37TCT4 B^WSJfS^-B-fe. t&fcfom&'7JJu — 7>5 t )l,Z£%fa$nzTftm U 
shIL-5R a^D- cDNA 1. Okb CO DNA 0. 3 a* g > fc h 

IL-5R aikSM^DyiJ>t^©i^ie^D-h't2, cDNA £^ti 
1. 7kb CO DNA BFf^SrJKj o. 3 u g IeJIRU^o 

^X5FpVL1393 C03 £50mM MJ X -i&g£ <pH7. 5) , lOiM Eftr^*^ 
^A, lOOmM Ifrffrfh U^Ai3<fctf lnMDTT frbfcZfeffimSQ u 1 KJn*.. H 
(ZlO^COEcoRI 37TCT 4 B#fyj£jfc iSMiDx^ 7- 

JW«:Kffi{C«kO DNA WM-StIhIJRL, 20 At 1 CO DNA # U 7 =r— fc? I i&WiKlCig 
#U 5 ¥feCO*I§® DNA #'J*^ — bf I >7 \s S 22*CT?30#ffi 

S^^it, EcoRl Mi:«toT4i:t 5'^as*J8S¥j|*JSi:3E^.fe. £<=>t3 
^^ffiS:7x/-;U-^DP^;i,Afflai^, ^^y-^M^ff^, 50mM h 
'JX-^B6(pH7. 5) . lOmM^ffcT^i^A, lOOmM ifeft^" H U ^A*«fctJf lnM 
DTT 75^^1)1^30 At 1 KiJDA, 10 J£{iC0 Bgl 1 1 £ijn;LT 37*CT 4 
raSiiSS-frfc. ^J£j&a££7#n — X^r;Um^.^ci<]HX^®b, Sj& 9. 6kb CO DNA 
Wifi&mo. 9 At g 0iRUfe o 

^{C±BB7?f#enfepVL1393 COEcoRK^m*^)- Bgl 1 1 fflxft- 200n t. pAI 285 
£>£!^tepAI294 CO Hindi 1 1 (¥it*SS) - BamHI tUftf- 50ng £ & T4DNA U #- 
if|g«^20M 1 lCjg#U T4DNA D # — tf 200 ^SSPA, 12"C^ 16 B#WH|g 
-S-^SrfTofc. -C0j;e)^LTf#^nfe^^y^X5 H DNA Srffl^T^JI 
« JM109 W&MMfe&L, fft 10 121*3 J: tf^ 11 121(3^ 5 K PAI292 *5 
«trJtpAI 297 £?#fcc 

^<M^A^;bXCOf£SiteTMN-FfW >-fe^ h^j^^i, (y T _ 5>s7 
^>liSi) CT^ilfclM Sf 9 (77-S >> ? x>1±5a e t D A^) izm 
W^^nry 4 jix DNA [A'^an^F-A^aD^^^ DNA(BaculoGold 
baculovirus DNA) , 7 7-S>yx>tM] MWIU:h7/X77-/< 
^7^-DNA *'J#7ij7^>ffiCTiAt5^t [Ifili^^*, 37. 
2701 (1992)] dcfc Off ^*I^^A^^n^^;i^x^OTcod;^(-f^Mb7 , i: 0 



46 



WO 97/10354 



PCT/JP96/02588 



DAI292 fcS^te PAI297 CD 1 u g tWfcK*r3.U*j 4 )\,7s DNA CD 20ng <h £ 
12 /z 1 CD^@7.KtCi§fi?U JbC'J#7i^> 6 w 1 <h^®7K 6 u- 1 <h£ 
^PbfefeOSrJnA^iaT? 15^WifeSL,fe.— ^Sf9 iMJfel X10 6 f@£2ml CO 
Sf900-I I [^yn(Gibco) Ml KfflHSU jtH 35mm C0«1§*^7°^X 
fy^yt-H:Anfc, ^^(C±fBC07°^7,5 H DNA , *MKA**3. DO>f Jl/ 

xdna &<WJ #:7x27^>iifti*gi££S£;(jn*. 27"Ct? 3 Bra^n^ 

A^-f ;P^Sr^tfJg*±tS 1ml SrEKBlb*:. ~>-^ — MCte^rfe \Z Sf 900-1 1 ig^fe 
lml $e»H27"CT3 Bf^Mbiifi^A^ ;WX£^tfig*_Hjf 

btl 1. 5ml 

Sf 9 *fflfl&2 X10 7 10ml CD Sf 900-1 1 JgiffiK:!B«b. 175cm 2 7^ Xn 

< -r- a»> i:AtiTMt 1 witM&7773Cftf$tfto & 

S&±tf £l$fr#rfc{£ 15ml CO TMN-FH -Y >-fe^ K^^V ^ A <h±iECD*&^*- 
^;i/X£^tfig||±i*©5£ lml £7JP;t 27T;T 3 0 |S]Jg*gbfc. J£*SLktf| 

£ i. 500 x g tt io#p B mb5>8gbT«£&&^ se^stc^ffl-rssa^ift^. 

Sf9 *ffljfe6 X10 6 fli£ 4ml CO Sf900-I I igiftKIRWb, tfifl 60mm CD*fflJ&ig#;B 
tfc. ^{3±?S Srfifc Sf 900-1 1 tgi&400 u \ £ Sf 900-1 1 J£iftT 1 0. 000 

fStc^&fRbfc±B2m*«i^.^^jux^sjra>t^iaT 1 u^p^ffib^, igjfe 

5ml CO l«^7iJD-7> [Ttf-:/^-^ . y #p-X (Agarplaque 
Agarose), 7 7-a>yi>tt»] Z^ftigM [iibfelml GO 5XT#— 7^ 
— ?y°^X • T^p-TAtK^?^^ 4ml CO TMN-FH -f >-fe ^ h ^A&JlftlU 
42 < C(rf*^b7t : bC03 £f^>^-MC7Jftb^7c 0 S^Ti5 7)r B 1MLm 
^ £ ffi <r=. s6 if - y s ~> ^ - V \Z £ ^ , &m*imt£7°?7s?-y 9 



47 



WO 97/10354 



PCT/JP96/02S88 



§itCgr>-^-l/£An, 27-CT6 BfUJJMLfc e 0. 01X - ^- h 

z>)VVv FSr^tTPBSlml ZbUTLZZlZ 1 HWlgflLfc^, UlSLfc^-^fiD 

^Srist^7t 0 ^±0«oia^i^.^^j^M«^-rnfe^ i xio 7 7/ 

? — >7'7*—=i>>f=L-y h/ml (£TF> PFU/ml i^fE-T^) 09»^;UX£"g- 

(9) f&4fe*ffllia{I*3^S shIL-5R a&5W3:hIL-5R a-Fc CDfg§l 
->3>fe [1M h5r£7 y p^— (Cytotechnology), 3,133 (1990)] £ffli,>T?To 

»JK5) 1??#^nfcpAI289 *S^tt^J6Ml (7) T?#£nfcpAI301 CO 4 
M g £ 4 XIO 6 <@CD dhfr Ife^S^HLfc CHO «fflfl3 [^D->-f>f >if • ^~ 
"/ • If • -}-~>3-3-)l • 7*f$- • 3r~7 • 1Mx>X(Proc. Natl. Acad. Sci.), 
77, 4216 (1980) ] ^Af£, 40ml CO RPMI 1 640-FCS (10) [FCS £ 10% , 7.5% 
NaHC0 3 £r 1/40 fi, 200mM L - >f)\,$ $.>mWL (^^ttfil) S 3 » , ^-->'J 
>-X M/^h7<'»jgffl( (^T/P&SSL 5000units/ml ^~^U 1X 5000 

M g/ml X h U^hT'f zs>Sft) S:0. 5% ^tf RPMI 1640 igJfe ( B*84l&j±») ] 
ICJBSIL, 96 ^iJl/7< ^D^-f^ — Mr 200 m aiJW-f L 

Jfco C0 2 O^^^-^-T' 37TC, 24W^«L/i^ /W^nJV-r~>> (^ 
^^tti) £ 0. 5mg/ml [Cte^cfc ^> HgsflP bT 1 ~2 iIfH3Jgjt Lfc„ fffeift 
(7)3DZ-^aiit. =3 >7?;i/X> h ICfcofc^xJl/J; D*fflj&£[EllKU 
0. 5mg/nl /W^nv-f 50nM ^ V b U^-fe— b (J^T, MTX £#Ft) £"a 
^ RPMI1640-FCS(10) tgJ&tC 1 ~2 XIO 5 mi&/n\ ICfcS «fc5 Kl!B«U 24^oi 
J1/7/I/- Mr 2ml/^i;i/^aLfco C0 2 < > + ^.^-^-T 37t:T 1 ~2 M 
ra^§ILT, 50nM MTXiH'tt^D — >&g|3Jbfc. 

±fBT:f#^nfc 50nMMTXjfM4^D — >\z-D^T, 0. 5mg/ml A-f ffw^-i is > 
200nM MTX RPMI 1 640-FCS (10) igife H 1 ~2 X10 5 «fflfl&/inl 

!RiBL.24 ^m^-7°l/— h Id 2ml./^:rj^aL7toC0 2 -f >^^<— ^ — T 37T; 
tl ~2 iira^*bT, 200nM MTX iBtt^ 



48 



WO 97/10354 



PCT/JP96/02588 



2 £>\Z. ±IHTf#bnfc 200nM MTX U — >\Z*D\,*T* 0. 5mg/ml A-f ^ 

D^-f ~>>, 500nMMTX &^tf RPMI 1 640-FCS (10) igifelC 1 — 2 X10 5 jfflfla/ml 
fSi Z> £ 5 \zmm Is* 24 Mr 2ml/^x;i/»aLfc. C0 2 >^o.^ 

— ^-7? 37T:T 1 ~2MWfS#bT, 500nM MTX ffiftt^ D->£I£agb7c 0 

±mw>n&mw&cm mmmM^mmmcm-s-smw mm w?zi#.m \z 

1 -2 X10 5 «fflM/ml iZfcSck^KIBiSU 225cm 2 (tf^-H—ftM) 
\Z 100ml fO^ab/io C0 2 -f >^rL^— ^— Tf\ 37r, 5 -7 S^^*U, 

n>7)iji> bizfc^fzm&T-mmm&mvLi-fz* 

hIL-5R aOig^Jim^bCOfflMttRTc^ck^^LTtfo^, pAI289 t3££^ 

nm&wommm \ b)uzmti-bvvj± 29. 2g , im hux-it 

(pH7. 4) 20ml SriBA.^^, IN Tfr^b^ h U ^ AJgfflE&ffl ^Tf£^?&CD pH & 
pH7. 4 KZSHSbfc. *7AC3>*tA'J>A-t77D-7 (^T^^V'T 
*±M) 10ml fc^SgEU 20mM h U X -£gfc (pH7. 4) , 0. 5M mt1~ b U <7> 

Art><=>fc-5*g«i£50nl TO. 5ml/#<Z)Sfo$"T?i5fc#bfco Sfc#&, -heBCD^ -5 iCli 
S^bTc shIL-5R a Sr^trSc* 0. 5ml/#©flEiiT A' U >A-t77D- 

XT^AiCiiigbfco $bt~20mM HJX-*SH&(pH7. 4) , 0. 5M M.i*C~f~ h'J^A 
80ml T 0. 5nl/#<D«ij£T?8fei£bfc^ 20mM h'Jx-ifiSS 
(pH7. 4) , 0. mmt-T b U ^ Art* 6 75: l5mU 0. 5M a - > 7 +h 

H\ 20mM h UX-lfiK(pH7. 4) , 0. 5M Jfrffc^ h U ^ A;0> 15ml 
SfflUTa-^f J^>yir'f HOISS 0-0. 5M icTiMftJt'^tS^ 1*5 d 
tCiUn^^jtA'J >A-t77n- ^^K^bfeSaH^Sgm^fT-Q 
K lml -F-Dmmi&&ttmi<fz C7t>^>3>1 ~30) . £b(C, 1M a-^ 
)lT>y-+i--i h\ 20mM MJX-*fi&(pH7. 4) , 0. 5M tg^t^- h U ^ Ari> bft-Sifg 
W?^20ml SrjlJgfU 2ml -f^Plb/i (7 ^ > 31-40) . §77^ya 

5£U I»I^777y3 > 10—40 £ TSrHJJRbfc. ^®S^*ffiSrT^ 

zi>as4-t>hu^>-3o ^ffl^x^ lofgtiauuib, ji^tffl^^-yti^tAb 

TPBS K*tbT3#r£fTofco J£/.±0£7>KbT, l»MshIL-5R a (ISfl 
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£ 4mg/mh 3. 5ml) £ ?#f Co 

— hIL-5R a-Fc teJ^TW J: e> \z LT?#fc. 7J ^ AlC^n^M* > A -t7 
y D-7; • yjl4U5ml £3fc^U 50ml (D PBS Xft^£?f^c. Sfe#&, ±|3<D 
PAI301 tCck-SJ^Kfeift^CDig*^! U y h)l£0. 5ml/^COj9SjST^o^-f > 



A-t77P-X*7Ai:Ifbto^ blZ 50ml ©PBS T# 7 A&Sfc*Hg, 20ml 
COO. 1M ^X>^«( P H3. 0) SI«l/7'OT>f>A-t77n-^|:iKf t 

feMa^co^msfT^t*n imi -foigffii££#jaLfco &7^^-> 3 >ttt 

2M h U 7,-ifiK(pH9. 0) 0.15ml £jjn*.X pH &m&Vfz 0 &7 ? 9 is 3 >\z.^ 

LX PBS ^LTS^T&ffofeo a±©«fc"5t3LT*f«ihIL-5R a-Fc (Sfiit 
»S 1. 8mg/ml, 5.5ml ) £?#fco 
(10) M&fcfflji&fCcfc£> shIL-5R a&5Hte h IL-5R a-Fc (DfgJg 

V-3.7^^t^T(75^|li^ct D shIL-5R a:fe«ktAlL-5R a-Fc CDfgJp|£?f 

ig**&^<=>CDshIL-5R a43J:DChIL-5R a-Fc ©[elJKten >#^-/\*»J >A--fe 
7 7 P-X t y X?Jb7 5 7 XfJl' (DEAE) -t77D-X. ^-5Utt7"Df-f 

>A-t77P-7 (^-rtifc^T;i/ -7->7 • yw^^ttsi) ^/m^x^n 

shIL-5R a^TCDcfc^fzLTfffe. Sf 9 ffiljjg 6 xio 6 f@£ 225cm 2 7> 
(Grace's Insect Medium , ^f^n^tm) 45ml Cfiib, 27T;X 3 ~4 FJfyjig 

*utc 0 igm±m&v&^mrciz ioskfcs ^tr^-rxx • -r h ■ ^t=> 

^ASOml £ilS£0tJ 101(8) K^>X7T-^^^-pAI292 *5fe05 

m&mxvs )ix*m i xio 7 PFu/mi <Dmm-v^mm^ imi an**:. $^tc 

27rxi aP^Jgftb/t^ ±m^^^fffc(3 Sf 900-1 1 igltk 45ml £Aq;L 2 ~ 3 
Br B 1ig*U7c 0 ^*^7^> i£*±Tjf ^IhURL 1. 500 Xg X 10 ftfflM'bftm& 
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A, $e>l-l/50§fi<7?lM h»J^-^K(pH7. 4) SfrJAfc^ pH£ IN 

h U OAJgi£&ffll>TpH7. 4 KgHSbfc. 
#7 A II 3 >^^-/t'J >A-t77D-7 • 10ml &3fc%b, 20mM N U 

X-4SBSKpH7.4) , 0. 5M ^{b^- hU ^A^^^S^W?^ 50ml 0. 5ml/^»oft 
3i*t?gfe#bfc.dt^^._bI20«t'5l'SliaiEbfcshIL-5R a Jg*ti£ 500ml £ 

0. 5ml/^(75«EiiT3>*^-AU >A--t7TP-X^7^A(Zili«bfc= £ £ K: 
20mM MJX-£K(pH7.4) , 0. 5M^b^" h U ^A^ 80ml T 0. 5ml/ 
tt<Dffi.mi:&c&Lrzm. 1M a-^^7>y^H, 20mM hUX-M 
(pH7. 4) , 0. 5M&te^ MJ«> Art* 60ml £iUSb:3 >77^-AU >A 

-t7 7 n-xictf utieioiai&ff 5 i^c 2mi -r-3?gai?i££#iijb 

*t§S) £ffl^TziJ^U MSjft*OS5li7^^>'H >£ 44ml [ePKU 20mM h U 
X - &Bt (pH7. 4) KM UTiSftrb 7c , $6t3 900ml <D_LSHO<fc 5 b 7c 

shiL-5R a^^mmm^fomm^mmz^Ki, iaig©i«^77^y3> 

£r 40ml HJJ&b, 20mM h >J X -Jfi& (pH7. 4) II^bTSffibfc. 

&#r&, ±u<DmmBm^^t>itx iomi co^x^;i/T^ /x^;kdeae) - 

t77D-X • ^ £ L fcTJ^ A Kilt* U ^Sft £Pifc*£-t±7c 0 TJ^A 
shIL-5R aO^mttifilk^- h U ^Aift&S: 0-0. 5M ^TfitiaWH^fcS 
^SiltKIcfcOfr^ shIL-5R a ^iS^S^-a tT? 5- ^7 ~> 3 >£ 4ml [Ui&b7c<, 
iiei§i&Stfifa-7*l:lfAtT PBS (I*t bTi§#r£?To 7c „ JEUi©«fc 
^t:tT> WMshIL-5Ra (^6K2gS400 m g/ml, 4.5ml) £f#fc. 
—7j, 1HL-5R a-Fc teJ^TOcfc 5 \Z bT?#7c 0 Sf 9 ^fflflS 6 X10 6 fl3£ 225cm 2 

*7A (Grace's Insect Medium , ^ynttl) 45ml HJBiSb* 27^1:3 ~4 0 
Kig^bfco ^*±m^^^fT7c^ 10S5FCS &^tS>fV< 77* • -f >-rz^ h • * 
-T^V ^A30ml 1 O 1 (8) TrlUbnTc h ^>X!7 z~ — pAI297 fi 

&<Dm.?*m^Vj)VX&m\ X10 7 PFU/ml O^ST^tf^i^^ lml UoAfe. $ 
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3 BfflmmLfzo mmmr'&, mm±m^uL 1, 500 x g T-io^mm^m 

*^AtCy°P^>A--fe7Tn-X • y;^5ml Sr^StfEL, 50ml CD PBS T 
*fc#&?Tofc. Sfc#&±gBco hIL-5R a-Fc £^tfig*f& 450ml & 0. 5ml/#C9 
MT-yn^-i- >A-t7 7 D-7*7At:If U/: 0 $6C 50ml CO PBS Tr* 
20ml CO 0. 1M ^x>B6Jifflr^(pH3. 0) £iIi*byP5P-f >A— fe 

7TP-x{c©3BPL/Lgef5<D®m&fT"5i*n imi -r-3j§ai?g^^iiiLfco 

&77?>-3 >C!iO. 15ml CO 2M h UX-&gKpH9. 0) £fln*_T pH £»8U:. 

>tt®Hl>MJP>-3 0£/f^T^ 3 f&KiftSgU Stfrffl^-T/KiltAL 
TPBS iZMLTmVr&ff'DfZ. £X±<D£o izLT , MM hIL-5R a-Fc (gSJt 
M0. 4mg/mK 1.8ml ) 
(11) *mmiZ£Z> shIL-5R ag^^^-co^ii 

Afll®fz££ shlL-5R aSB^BfrM-CD^tt, ^mc^T AJJiffifflfgJ^^ 
— pMKexl shIL-5R a $tM-£:P — Ht-S cDNA £<atf DNA ift^ffAlT 
PAI263 &igj6&U PAI263 £ ABMHag At^ £ <h Kick D fTo fe D 

5 HpGHA2(#WBS 60-22 1091 )C03 W g £ 50mM h U X -i£& (pH7. 5) , 
10inM^{t:T^->«>A, lOOmM &fb± MJ A *3 J; lmM DTT 
30/z 1 Kin*., II: lO^CO EcoRI SrflBX.T 37"CT 4 B5fS]J5Jft<*-ti:fc. MS 

^ e fcox^y-;utt:jgt3«t D dna mft&mw.LAom h ux-jebI(pH7. 5) 

10mMifi-ftV^>"j7A. 50mMjeYk^-hUH7A^«fc^lnMDTT £fc<5itg«a£ 30 
M I <h lOitMiCDClal ^JP^.T37'C-C4 fl#RI]j5Jfc i£MJ»£777p- 
^y;b«^*«j{3T^iiiL, 7°P^-^-giJj££^£rpGHA2 COEcoRI/Clal 
£#J0. 3 w g ®iRbfCo 

y°^X^ KpTerm2(#Pi^ 2-227075) CO 3 /xg £ 50mM MJ X -j£&(pH7. 5) 
lOmMi&fbT^^A, lOOmM &{b± MJ ^AiJ.fctf ImM DTT 
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30 u i mz \om±L<D ecori £ jp^.t 37t:t 4 n#ws^^i±fc. 

DNA »rtf-£[§IiKUlOinM HJ X - M (pH8. 4) , 
lOnMJfiffc^y^v'^A, lOOmM h U ^A&J;^ lnM DTT ^f>^SJg«^ 

30 u 1 <h lOilMiCD Nsil MXZT* 4 B#KS^$ii-feo Ma£f&£7#P 

— X^Ol^gUfcifjfZT^iliU Sr-atf pTerm2 CDEcoRI/Nsil $TJt£&J0. 8 yg@ 

PGHA2 CO EcoRI/Clal »t>t-cd 50ng, pTerm2 CD EcoRI/Nsi I #r>tCD lOOng i:S2^J 
#^15 tC^bfe^DNA CDlOOng ££20/z 1 CD T4DNA V JS—tfmffimzmm 
U T4DNA 'J#— fe?200 Wi^Px.. 12"CT? 16 ^^£-^£^0 fc„ ^CDcfc 
^fzLTftbtlfcm^^y^X^ H DNA £fflt^T*JJ§® JM109 ttfcTBHibtfcU 
H 12 BI^^U7c^^X5 H pMKexl £t#;t 0 

-^>^3i T*t#<=>tlfcpAI234 CD3 £ 50mM h U X -j£B8 (pH7. 5) , lOmM 
lOOmM ^b^-h'J^A^cfctXlmMDTT tf* <~>&£iM?£ 30 u 
1 tZlJn*., MtZ lO^iCDPstl SrJPAX 37*CT? 4 SKJSf£«k 
OX^y— Jl/ffiKKckD DNA WfM-SlHliRL, 20 // 1 CD T4DNA #Uy^— ill 
mffiffi. [33mM MJ * - I^BS (pH8. 0) , 66mM l^gl* U ^7A. lOnM H&V^*^ 
A, 0. 5mM DTT , 0. 01XBSA ^ b fcSHWifc] 5 ^{±CD T4DNA ^ U ^ 

7— tfi (^mmttm) 12^x155^^2-^ Psii^bcj;oT4 

;UAft&ffi&. X^y— JI/gtJRSrfTti, 20mM h >J X - tSK (pH8. 5) , lOmMJM^ 
tf*i"5&* lOOmM &ffc;*7 U ^AMU! ImM DTT ft t>tS.Z>WffiWL 30 // 1 t 10 
mfiCDBamHI SrflPAT 37t:T 4 f^Kjfc^-tffco iM$7^a-xm 
^.^»j^T^®L,shIL-5R aWTft&n— FT5 cDNA Sr^tT*5 0. 7kb CD DNA »r 
>t£#?j0. 3 m g HJJRL&. 

mi 2 0*t?f#€>nfc^:«g»ffl5g^^^— pMKexl CD3^g £ 20mM 
^(pH8. 5) , lOmM^b^^v^A, lOOmM U ^AiSit* lmM DTT 

ft£fcgfjfi£30 u 1 IZ?£#PU 10 ^-{iCD BamHI £iP*.X 37t;x 4 ^fPASJESS-H- 
fco ^JSfflEiOX^y-Jl^gtJStCtD DNA WfM-SrlslJRL, 50mM hUX-ti 
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(pH7. 5) , lOnM&ffcV A, lOOmM ftffc^ HJ ^A*3<fctf ImM DTT 

^seiw^ 30 u i tr^u stc io miL<D ecorv ^jd^x 37*cx 4 mmKfo 

•ZltfZo t%Kfom£ Ol^y-J«l:J:0 DNA BrH-SrJft 1.5 /ig [HjiRbfc 
^±OJ:o(:LT|#6tlfc shIL-5R aifr^^- cDNA CO 50ng t 
pMKexl COEcoRV/BamHI SfritCO lOOng ££20m1 CO T4DNA U #— tffgWi£{3i§ 
#U T4DNA U#~ tf 200 J|M&£2jg*_. 12TCT* 16 BfKljg^JSJSSSff o^c. 
ctatdUTftenfeffiJft^y^X^ H DNA &fflliT^«SMJM109 #<£^5tfem 
U Hi 3EHw^Lfey^X^ H PAI263 Srf#fe. 

± IS coy 5 H pAI263 £*J3IMtI# A b (Molecular Cloning. A 
Laboratory Manual, 2nd Edition publ ished by Cold Spring Harbor Laboratory 
Press, 1989), 200 u g/ml COT > b°~> U LB igife 400ml <£X% 37<C4 

RIHS*gfc, 0. 5mM COIPTG^^PL, -^COf££ b l~ 37*C2 B#RI]Jg£|bfc. 
400ml £ 3,000 Xg X 15 #fyjjfrfc#«IU *IIffi£-&£ffcfclKS: 100ml COHi^f 
H£ I ClOmM h'JX-M( pH8. 0 ) , ImM EDTA , 150mM ifbtHJ^^^ 

tzzmmm izmrnvtzo mnm^m^ ttm^imi nmrnmi tsisl. 

aWiSiKLat^.tOK^SrJftlS-rs. ^tlS 10, OOOXg T?30^K3»^5>(HL, 
CO£tf8£ 500 /z 1SDS -*'J7^U^7 5 F^mm$<ftffl-t>->:7°;i/A*u/ 7 7- 
[6mM MJX-i&&(pH6. 8) , 2S6SDS , 10% ^/'J-feP— ;k 5% 2-^Jl/#7> 

0»iU #Tfi&27kD shIL-5R a Brfr 

(12) b h il-5r a&mmi.rzMM<DMMmmft(Dmm 

hIL-5R ajtfcT£^Abfc CTLL-2 mm i-J^-±)V • ^:/-X^X^U^> 
^Jl/ • ->>(J. Exp. Med.), _177, 1523 (1993)] , &5 W3:2tK8<h bT 

CO CTLL-2 M [ATCC TIB 214] ^ 6 CDM^OgSM&^TOJ; 5 I' bX?To 

^iHHII&Sr^C^H (1. 200rpnh 5 £r) U PBS i;i 2 UlSfe^. SflflSflfc^ffl 
[20mM HEPES(pH7. 4) , ImM EDTA, 0. 5mM PMSF, 250mM i/zL — pu — X 
^b^^ilffl HIHSb^ty^-r-tf— ^ffltiT®^Lfe 0 flWHg 5. 500rpm 
X 15 ftfflMfoftMisTtfcm&lfcg * £ btC 35, OOOrpm X3s4>^Pi bXsffljjSMili 
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%MM1<D 1(9), 1(10) , 1(11) &Z>W$ 1(12) =fc Dffbnfe^-StrL^ 50 

p)tM) 1 xi0 9 *fflfl£i:£kK 5 Mt1V$. BALB/c HWtfg SD ^ -/ H;:i8# 

U 2 3!RJ3l£«fcO 50 Ai g ©SaiS 1 1 0. f+ 4 S^Lfc, Rgj£j& 

M^^te/lfMck 0££lfilU CO jfiifS Steffi SIIJfiM 1 CD 3 {^Tg^^ 

B^fCJWHE^SItilL/fc. ^COHf, USSflll© 1(12) T^ZtlfzMMmmft&ifi 
mtLT^^T, 13 EE, 7-yh5 EE£&^bfc^\ ia<MCD&!^±#tel3JD 6tl 
TS^^fco H»] 1 CO 1 (9)T?|#bnfc shIL-5R a5Mlfc77h5 EE 

*SVs«^Jfi«»J 1 CO 1 (10)Tf#£nfc shIL-5R a HO (ZE(3*5 

^T=bin:Mco+^-^±#ti^s6^n^^ofco 

»wsr mem mm (HTimmtm ^-vmrni^. t>tyraa, 

RE (1, 200rpnu 5 #) ±i*£J#T, h U X -i&itT >t^^Alii 

(pH7. 65) Tl ~2 OTib*«5iSb, MEM 1117:3 [elSfc^U 

3. S^S^MiJ^fe 
^S!MlCDl(9)&£^tel(10) T't#^n/!:shIL-5R a £ SfcSE U V} X £ 5 
M3S3feT*tfLJfiLm:fe<fctX/W:/U H-^C0it*±ffiC0M'J^:«, taJg 
i:UT, ^M^J 1 CO 1 (10) COMMfSlt*±mc±;Df#6nfehIL-5R a-Fc 
^TOTl^T 2 S^CO^tZ Lfctfo Tff o fco 

(A) 96 ^7x.;i/COEIA m7°V-b (^^-f^— *±M) tC, PBS T 1 /x g/ml 
C0MK#fRLfehIL-5R a-Fc &=fc^2t^jnJfC<h LT^fficO t h&^D :/ U 
>^mi«S:Wrstn: GD3 **^ta#KM871 & 50 u l/^iTOftl, 4 *C 
T-ttftfflT!fiS$tfc. Sfc8M£, 1 %W7J^5 XBSA) £^tT PBS 
(lXBSA-PBS)* 100 At 1/ »>x;WiP>t, 1 P#r^/&$1*T^oT^<5i£'l4 

S^D^Lfe, lSKBSA-PBS SrJST, WSStf&jgE^ y htfC 
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itfcc tween-PBS Tife?*&. ^Jl/^->^— tf^ftt^-y-^tav^^-f A J 7 u 
yj >$>Z>m$m?y A/ ^n^J > (DAKO £ 50 m l/^x^Tjbn 

*:T^iS, 1 ^FffiRjtS$-fr, tween-PBS ABTS SSt?& [2, 2' 7 ~J J h'X 

(3-XfJK>^7yj>-6-XW>i) -7>^E-^A(Z) 550mg £ 0. 1M 

^j^>mmmm (phi 2) il MffiituHji^tzKs 1 # i/mi ^jpx. 

fc&ifc] £ffl^TSefe<*1* 0D415nm <D&ytm&mi£Vrz (NJ2001; 0;*:-f>* 
(B) £bH, IL-5 {C^-rs^fP^ttSr^TTS^/^n-^-Jl/titflcS.fcOifiS 

t'^>^iiufct h 1L-5 tmmrn 1 0 kiocdm 

MMig*±m=kDt#?>nfc shIL-5R a-Fc £2flJJflb. IL-5 Wg^fc'xCT)^ 

SSK-rSOfCffl^fefflVifct h IL-5 v^^-^-Jl/ • • <Ay D y^jV . 
*VvX [Journal of Immunological Methods, 125, 233 (1989) ] \Z$EWc,£ tlfz. 

th il-5 <D\d^^>mm\t, ¥7-xft<D¥j-^>mmmum (Biotm- 

LC-Hydrazide) H&stt$ tlT t^£> ^ P h zi — )UZ'&^£kT <Dm\%.~Q'iT r> fc. &6 
86 H PBS (Cigfl?bfc 1. 6mg/ml ©t h IL-5 ZUWimMffim (lOOmMSt^ h >J ^ 
A, 0.02*NaN 3 , pH5. 5) W^Htbfe PD10 # ^ A t ^isTOM) \Zffi& 
LT£3£&&fT^, IfiSMO^^i^^ 1ml HiRlvJto ikh IL-5 Jgfft 
0. 5ml H 30mM ^^jfi3>>^KS:^trei»ffl!Kfflfflac 1ml Sin A. MbT 30 
^ifiKTSJftSl**:. J5Ut4£7f£> ^MIIMW^Htb/z PD10 t! vAtljl 
&bT*J£j£<0;<*i&3^3£&£|$#, SeH»ft<7)i«Hia^S: 1.5ml [eJiR b 
fco d^tiHfiizEb^ 5mM cot'^^>Hi^ffllS^^^t;^i§|fflli»20 a 1 £Jn 

a, £ <=>h^ht i B^ras^^-a-^o sjwt^ Km.witm (o. im hux, 

pH7. 5) Sr 50 m 1 flnAfc^, 0. 05%NaN 3 S:^"tf PBS HT^iHt L£ PD10 * ^ AH 
h IL-5 «4t:HTf*#b/io 
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^mm i <d i (\o)<D&&mmmm±-m£ vm^titz shiL-5R «-fc & pbs -e 5 

At g/ml COiM^fRU 96 ^7x;i^CO EIA Wi~?V— V {if? -11— #M) K 50 
At l/^xJVTMb, 4T:T— lftttfiLT!R^£l3:fc. PBS fZTtt^, 
MiT^:/^ XBSA) £^tfPBS (15KBSA-PBS) £ 100 At l a: Jl/jJDx., ^i&T 
l 0#P B ^i££^T^oT^£S^&£7a^bfco £b>tl tween-PBS (CT«fe# 

rt tftMb^ti^v^t h il-5 ^-^-n^n so i/^xji/-ro#&u 4<c 

— BfeRjiSS-ti-fco SB tween-PBSTSfe#l£, 1SKBSA-PBS CT 4000 mi^Jfftbfc 
^;i/^^^-ifSaTt:> f >D (^fHltl) ^50 At l/^xji/TftnAT^ 

i&T 1 l^raSJS^-e-. tween-PBS Ti5fc8M£, ABTS S3}f&£ 50 At l/^x;ViBx.T 
0D415nm<B©ft!£<£*!]^b£:. 
3ifz. mffiM 1 CO l (ID Tllbtlfc hIL-5R a»rtf-S:$6Sb£:^X&2> 

jnmtb-mss^j i co kid <D±mmiz&r)mt>nfzhiL-5R amft&m^fco 
±&£mfik<Djjmz&K>*mwz&Q£.mviz shu-5R a^tmraji^b 

ffi & ct ^ X & £ ^ 7 v h JnlfiLTfrCO Jfctt ft b & . 

HJS^J 1 CO 1(12) -Cf#£nfchIL-5R a^IlfciWi^^ 

t*coi$j^cMbT«, ^ilTHHi ico 1(12) T?#£nfclffll!&IKiB#£ffl 
^fc„ -hietlTOCO^fefZJiD IL-5R a^bfciHHflaoilSiii^*3«J:^flgaeJia 

X S V^ttKftgE ^ -/ h ^jfiL**C0Rj£t£ SftNbfc. 
4. -7^x#$6M9Ji&co|l8iS» 

8-T1f^Tx>Wt4^^X#liMm» P3-U1 £IE3miiiretg*U ftHJ&lK 
^Pf i: 2 X10 7 J^_LCOiTO£fit^U MSIl'&^li^tbTfftbfCo 

5 . /wyj H— vcof^M 

H«J 1 CO 2 btlfcT^XMi^S^tt^'y MJ**HJfe£3lM 1 CO 4 
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x-n^nrz^mmmmt^ 10:1 iztzz^omsL. m^m (12mm, 5 

Istc&s ±m&feT, 1ZMLfzMMM&£< aCLfett, Jf#L&7^ 37"C 
T> #'JlfP>^7-^ Zi— 1000 (PEG- 1000) 2g , MEM iglfe 2ml &£D?DMS0 
0. 7ml (DMm 0. 2 ~lml/10 8 ^^Xll^M^tn^, 1 ~2 ^Pb^^ MEM Igi^ 1 
~2ml ^mm^rcm. MEM igi&£;!jnAT^fi#t50ml 5 tl Lfc jfrfc 

OOOrpnu 5 ft) ±*g£|£T, J$>£^t3ijSfflJ!&£t5 <Lfz'&, ;*7,t° 
^H^^©:^, PJ£rtLT^£-^^ijfflJ!££HAT i^ltfe 100ml *Plzmmi<fz 0 

z.<DMnm& 96 Ox.jimmm-J'u- hc 100 w l/^^u-f^&u 5*co 2 

-f>=^^-^-^> 37T:T 10-14 BPJC0 2 53!TTig*bfc 0 £<Dtg*±«£ 

fchIL-5Ra-Fc , ^S^IWIiCJ; D3£^bfc shIL-5R a {C#^Wfr^T 
^^aijl/^iltX, £ b(3HTi#itil£lE^igit!l^A, 2 0^ a-- >^£|i D 
bT, tfCkh IL-5R a^Ey ^D--^;Hfi#:^^-r^/N-ryj 

nMMKD 1(11) Tibtlt hIL-5R aKfrM-^^LfeV^X 6 
tt^ <7 h 8 EE^bftb^t/t/W yj H — ^^4000 ^ P — >&7,Z 'J — ~ >^b 

ta hIL-5R at; 2 U—fJimfc&m. Z.tl%: KM1074 <t£ttttfcri*, 
IL-5R a«l:*tt5^ttS, t£j£T3#Lt h IL-5R {7 U 

KM1257, KM1259 trJtlftbTSs&T^li feOTfeo fco 

— ^M^J 1 <E> 1 (9)Tf#£*i;fc shIL-5R a&SWaHJfifllic!) 1 (10)£ 
MbfcT^7X 15 ftSlili 20 EW4^bii5V^#:fa£^Lfcflg#:£ 1 
^«6GEMiRU /vryj F-T£{£®bfc 0 10000 ^D->^±cD/wyu H 
-7&X^U-->^'l, miz!i-r^^Sg^J3C0 1 IdjSL&^&tdfcHT hIL-5R 
a^M^^^-T^^SW^^'ft^^^n^ 8 1 ^n-><D^ihIL-5R a^E 

CD 1 ^^T^^^^fe^tC^^Tftfc^^jSj^tt^^b/i^Ey ^P-^-jl/Jri 

KM1257 T'&o/ro A-f yij F — "7 KM1257 FERM BP-51 33 tLT, 
7^6^ 1 3 B#ltTIISffiKt4*XlSIl^Pif (0*l»O<(i 
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2 u — XD^mtt^MM 3<D2 T^Ltz IL-5 <D£.®fg&<D&\,*m.'&ftm 

t/^D-tWH KM1 259 *3j:^KM1486 1?a&ofc. /W^'J F — "7KM1259 
FERM BP-5134 tlT, 7 ^ 6 £ 1 3 B#itT, /W^'J H — V KM1486 
teFERM BP-5651 tLT, ¥fiJ£ 8 ^ 9 ^ 3 SWtT*, ^tlftlltfei^M 

/7n— ^-;i/tr[#:KM1257, KM1259 & KM1486 14 EHZtk-T. 

ofeo -€-<Z)i|g^KM1257, KM1259 *S«fctfKM1486 <D%ifot7 5X1$, T^T EgGl Tr 

6. *:/t7n—)-)\,&i#;<Dmn 

yUX^>llbfc 8 FitT^X (Balb/c) H 5 T?#e>nfc/vf :/ 

U H-^*fc£:5 -20X 10 6 Jfflfla/E^n-^nJKJertJCffiWUfc. 10— 21 Bf£t^ 

8 ml/ E) U (3, OOOrpnu 5 LTSM^iS bfc^fc yj JL- 

8! £t IS & ( Antibodies-A Laboratory Manual, Cold Spring Harbor 
Laboratory. 1988 ) r»*t§£L, y ^ D-^Wnffci: Lfco 

H»J2. tat ML-5RalIt Mfcta#0>»i6 

1. ^> 5 s A* -fey h^c^b h{ktft#:^fgffl^^^-pKANTEX93<7)^^ 

fc Mfc^#<Z)VH;RtfVL£ri — FT*cDNA£, ^n-^tlfc h trt^C r 1 £ zi — H 
-rScDNA&tffc: h*f[{*C/c h*T5 cDNA<D±#ittC^A U k htaftUgGl. k 

fo^mim^?*?-. pKANTEX93^iNFpl^2-257891 (3g2«<Z)y^xa HpSElUKlSEd 
l-3S:SlCUT«TOck-5{3bT«^Lfc. iiLfck MttrE#5S3tffl^ ^~ 

(1) ^My h^-^Ptf>itfeTXy^-r>->^, ^UAv-^JUz^ffif 
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SfcJIKK^ApalRtfEcoRIgB&CQefc^ 

CDV£#£ffll&BMgNotI-ApaI»rtf- (VH) &tfEcoRI-Spl iWrff (VL) TAty h 
<bta^ig^^^-^ISRjfgi;-r^fc56^, ^775 HpSElUKlSEdl-3CO^t: 

I & tfEc oR I g&fi CO £ CO «fc 5 \Z U TfTft o ft . 

y^X5 HpBluescript SK(-) Uh7^y->aS) ©3 Aig£lOmM h 'J x- 
i&M (pH7. 5) , lOmM^^^^r^y^^^^^D^^^^^^j^j^^ 

Mt310^(7)*iJffi#^ApaI (^SifiMD S*0>LT37TCTm#|y]jRjt^-&fe. 
SES^SrX^y— ;UfctlSL, DNA Blunting Kit (Sgjgttli) *mi\ Apal 
^{wcfcoT^DfeS'^m^jfflSr^^jSt^Afe^, DNA Ligation Kit 

£ b^#<~>*lfc:/^XS HpBSACD3Mg^50mM h 'JX-li (pH7. 5) , 10mM& 

^\z\m{iLQ)ummm^\ ^mm±m ^uuxxzi^mmK^^ 

tzo mfcffcm&JL? / — ;Wi£JgU DNA Blunting Kit (^MieliM) £fflt^ E 
coKim^iZ^X^Crz^ mmm^W-mM^Z^ft^ DNA Ligation Kit 

NA^S:ffl^T±raHB101^^^M^L^ ^160^^L^y^X5 HpBSAE 

"AlZ, ±sBTl#btl/ry^X^ FpBSAECD3 W g£10mM (pH7. 5) 

lOmMifift: ^^y-^A, 50mM^t:^ h U ^ A*5cfc^lmMDTT^ B^^^W^IO 1 
HSflA, HlC10^CD*JIS»^HindIII (^MttM) ££n^T37 c CTlfl# fg\K 
JS^it/z 0 ^JKjtSfgESrX^ /— Jl/fcfclKU lOmMh'JX-^ (pH7. 5) , lOmMJ^ 
^ V ^ >"^7 A *3 «t iXlmMDTT^ <=> & £ &ffiri£20 At 1 Idigfl? U 1 0 u 1 To \zft U\ 
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Mfcfo%t : 5:713n — 7>5*)\sm%.faWZTftmi>, #*S$2. 96kb<Z)HindI I I-SacI I 
WiKtm2. 96kbC9KpnI-HindIII&fH-£^0. 3Mg®iKb7c 0 

#(C> 7°^X5 FpSElUKlSEdl-3©3Mg£l0mMbU7.-^ (pH7. 5) , lOmM^ 
it T tf * is O A £> «fc 1 mMDTT £ & 5 1 0 m ifl , M 13 1 OitMi 60 ffjijpggl 

UlSaclI (SC^jfe&iBtaK) tlOiiMiWfM^Kpnl (^S^ttM) £jjn*_T37T; 
TIEfRURJE; !£SJS$t£x^/-;i-ftJ$U 10 ai 1 CDlOmM h U X-Jfig (p 

H7. 5) , lOmmt^tf^zsVA. 50mmt± b U ^ A:fe«fctf lmMDTT;&> 
IKf^lOAi HZi&flPU Mt310^-{iCO$ij^^HindIII (^igigftSD &3JD*_T37'C 
TlB#mSJt5$-l±3to ^ESJiK^SrT^D — xy;i/m^*»t3T4)-fflL, #]2. 42kb 
CDHindlll-SacII^ch^l. 98kb»KpnI-HindI 1 1 2 ^glUJRbfc„ 

±aH"Pf#^nfcpSElUKlSEdl-3CDHindIII-SacII»r>T-0. 1 AigtpBSAECDHi 
ndl I I-Sac I 1 ue^±M20u l<DMM7k\ZfeMls* Ready-To-Go T4 DNA Li 

gase (7 7^v7 AW ^t^&BI) £ffl^T^b7c 0 3 CD £ 5 tC b Tt# 

H^bfc^x^ KpBSH-S£?#fc 0 ±IBTl#bn/rpSElUKlSEdl-3COKpnI 
-Hindi I IKFrM-0. lMgipBSAEcDKpnl-Hindlll^ffM-O. 1 u g£^:fl;20 m 1 (DM^tMz 
?§#¥U Ready-To-Go T4 DNA Ligase (7 7^Tv7 /Htr7ttM) 
TMl/:. ^Oi^CLTtl^n^My^Z^ FDNAj£$f£ffl^T*)!ifg 
HB10H*£J&«teSlU ^18EIC^L7cy^X5 FpBSK-H£f#fc. 

±IET#btl7cy^X5 HpBSH-S43j;^pBSK-HCO3^g?r^^l0mMh U 
X-^^ (pH7. 5) , lOmMffiib^^^v-^A^ck^lmMDTT^e^^lg^^lO/i 1(3 
MfC10W4CD$iJPS^^ApaI (^MBttM) &1}QXTZ7X:-?mmfc!fc'£ J £ 
7Co r^RJM£x^y-;l/£tJ&U §*DNA Blunting Kit C^mmtM) 

Apaim-fktC.koT^U^S'^m^SS&^mSiS^Afc^ DNA Ligation 
Kit (^i@jga§H) Srffl^Tgifebfc. ^co^^^LTff^nrc^-^coffi^^y 
7X5 HDNAmfSSfflViT^cJJgffiHBlOl^Sr^Hfe^L, ^190{r^Lfc^7X 
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5 FpBSH-SA:te«ktXpBSK-HA£f#fco 

&IZ, ±sBTt#6nrcy^X5 KpBSH-SA:fccktfpBSK-HA<735/xg£&*50nMH 
] JX-mm (pH7. 5) , IQmtkikTtf^isiy&s lOOmM^k^- h U A *5 «fc 1 nMD 

DNA Blunting Kit (SJgjg*t§!l) EcoRI^btC «fc o T£ i;fc5' ^tt}^ 

£¥*ff*aSK:£*_£&, y^D-X^JH^iilCT^ll, &**<J5. 38kbO 
»fn-«h*?j4. 94kbCO»fit&*«J0. 5wgH]iRL^ 0 ©iRUfc^-* CDBJrJtO. lMg£^M2 
0# KA&S^fctwJgfllU Ready-To-Go T4 DNA Ligase (7 7^?y7 AW ^5=- 

NA®^£flH>T*l»ffiHB101#£7&Stl£«|U M2O0t3^Lfe^7X^ KpBSH-S 
AE& =fc pBSK-HAE £ ?# „ 

±l3Tt#?>nfcy^X5 KpBSH-SAE:fc«ktfpBSK-HAE©3tfg£&*50inM 
MJX-JfiB£ (pH7. 5) , lOnMffirtr^^^A, lOOmM^k^- h U ^AfeitXlm 
MD™^^*^«?8E10m HITJOA, HK10i£te<BftiJ|ggM§EcoRI (^SigftM) 
£2jP*T37T;TlB#TO£jS£itfc 0 M£j&i£S:X* 7 -^fctjK U &*DNA Blun 
ting Kit (^ffijgaSi) &m\,K EcoRimit\Z£^T^Cfz5' ^fcMiti&^mM 
mz&tt& x DNA Ligation Kit (SM3t1±M) Sffl^Tl«SLfe, -<Dj:s> 
l:UTl#bnyt§^Offilx.y7Xi KDNA&ifc£^T*]llMHB101tfc£JBf| 
ite&U m21EK3^L^y°5X5 FpBSH-SAEE*5ckMSK-HAEE^f#/zo 
fz&~7^7, S. KtfMOjtigSrfflt'i, AutoRead Sequencing Kit (7 7Jl/7->7 A 
^^7t© l:M«I^(If^TM> A.L.F. DNA Sequencer (77^ 

^HcfcDApal, EcoRl%mthlzm&LfzZ.t%mmLfz 0 

(2) ^h'^ h /3-^Db'>itfe^Xy^<^>^\ ^UAi-^;bfeJ;rjCSV40 
WK8ite^3}? U A->^;b(DT^-vco$iJ^mSa 1 1 g&feCDagA 

^—P-lzm&BSffit-rZfclblZ, 7°^X5 HpSElUKlSEdl-30O^t:-y 
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^-;UcoTdS^co*JIS»lSSal Ig&f3:cDa*A£J^TcD J; 5 C bTfro 

^«J2CD1 (DTt#^,nfc7°^X5 HpBSK-HAEE(03/zg^lOmMhUX-^ (p 
H7. 5) , 10mM^b^^^->^A^=ttXlmMDTT^b^:5^»10Ai l{CiP^., II; 

^SrX^y-Ml. 50mMMJX-ifi& (pH9. 0) , im&<fr?>f*isV &fr b 

?ssitgaffat20Mn^«pb. m^i*{4(dt;i/^u ^^x^t^-- tf (e. con C7 

izmfcfom%:7 z./-)l-i7un-fc)lAj&tii'&, x^/-;Wtj££ff&t/\ lOmM 
h'J^-Ii (pH8. 0) > lmMX^l/>^T5>Eg^— tMJ^A^b^^iffi 
Hi (WT, TEfcgflT$t£*rf) 20MlC:?gfl?Lfc o SSJESflSOl AiL^O. l^gCOU > 
K{fcSalI'J>#- (^iBiftttSi) S-^fi75«20Mlt^S«k^{3«c®7K^iPA, Re 
ady-To-Go T4 DNA Ligase (7 7^y7 AW^^M) &ffl^TMlfc 0 
31 CD ct "5 LTf btltfflli-/7^5 HDNA?^^^ffltiT±fli0HBlOl^^^ 
SUte&U fg22[*nc^Lfc:/^X5 FpBSK-HAEESal£f#7c 0 tHn^^XS 
HCDlOwg^ffit/^ AutoRead Sequencing Kit (!7 rJl'^v'T rt^^rr&ftM) 
(C^CDM^tC^oTSJt^> A. L.F. DNA Sequencer (7 7^Ty7 A*-f 3* 

it^Tx y ^ -y ~> > ^\ # u Ay z'^ivte&zssvimmm^^ u a-> ^*t-;i/gd 

(3) ^\;i/^7;>'>^V^^x^7-r;i^x^^->*>^^— tf (£TFHSVtk£^fE) 

Sfe^(D#UAv^^-;UtC#ft-r^>$fJPg»SApaI^iCDM 

KpSElUKlSEdl-3CDTn5 v >7 * X* h ^ >X 7 x =y—- tf 

*JS^J2CD1 (])Tf#bn^y^X5 HpBSACD3AigSrl0mMh'J^-j®^ (pH7. 
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JSi££X*y-;i,8:J8U 10^ lCD50mM h U X-t&M (pH7. 5) , 100mM&<ft±h 

T^n-X^HIMCT^BL, &J2. 96kb(DSacII-XhoI^n-^^l wg[o]JR 

7 7X$ HpSElUKlSEdl-3<D5wg^:10w l&OlOmM h UX-Ii (pH7. 5) 
1 OmM^ T ^/T-> O A *5 ck m mMDTT^ b & § £g»?j£ tziP X , M 1 CO fajpg 
B£*SacII (S^ISiai) £Jn^T37rTiraj^£i±7c 0 ^Sjt^^X^ 
/-JL-StftU 50mMhU^-^ (pH7. 5) , lOOmMJg^-}- h U OA, lOmM^b^ 
^^OA^ctlXlmMDTT^b^^^W^lOMHCSn^, S^lOWiCQfrMg^Xh 
ol (^«i±®t) ^iOATSTrirlB^^jS^ii/i,, f£Sj£M£T#D-X^ 

±aBTf#^nfcpBSACOSacII-XholKffM-0. 1 Mgi:pSElUKlSEdl-3c7)SacI I- 
XhoII$Ttt- £r^:S;20 ^ 1 <£>igc®7Kt~flP*_, Ready-To-Go T4 DNA Ligase (7 7 K 

a FpBSX-S£f#fc 0 

-hsBT^fbtl/zy^Xa HpBSX-SO3Aig^l0mM h 'JX-ii (pH7. 5) , 
10niM^{b^^^^OAfectI^lmMDTT^b^^^TOlO^ 153*0^., MtC10*-{i<Z) 
$<J»^ApaI (tlltl) £iPAT37r^0#P B ^j£$1t7c o !£J5JOT£X^ 
/-^fctlSiU DNA Blunting Kit (^Sjfiftgf) Srffl^, Apal^ktc^o T^fe 
Cfc3'^aj^£¥tft*^«;Lfc^ DNA Ligation Kit (^iBififtSt) 
^T^Lfe. ^COJ:a^LTf#bnrcmm^y^X5 FDNAM:£ffl^T*fll 
MHB10H*£?£Jt&^U m240{C^U^y^X^ t«pBSX-SA&f#fe. 
7°^X5 FOlOAigSrffl^ AutoRead Sequencing Kit (77^?->7 /N'-f^ 
t^M) C^ftOM^CfoTM, A. L. F. DNA Sequencer (7?Ky 
T AW^t^M) ^ckOm^KL, J^SgH^J^^b/c^m. HSVtkitfe 
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^ □ x — <y x a !tm v -i )v x <d s^sb^j <d -f □ — ^ - /x > a >+r 

^ttk h^CDR^ffi#i{£<£>VL£=J- KcDNA£r#-fey hiUC^A k NYttrt 
^LlI^Ji^->y H&ft5^7^5 HpMohC/cS^Tco«fc-5{3LT«^bfe. 
7°^XS KpBluescript SK(-) (Xh7^y->ti) CD3 Mg£lOmM h >J X- 

J^m (pH7. 5) , \omMik^¥*z/Vix&£mMmTfrt>t£Z>mffimotx uztta 

^ERjfciKSrX^ 7 — ;i/£fcj8U 10mMHJX-&B6 (pH7. 5) , 50mM±&{b^ h U ^ 

it<Dmmmmc\ai (^mm^m £#p^T37rTiiJ#p H iRjfo£-fr7co 

X^ J — ;U*£8Sb, DNA Blunting Kit (Silttl) <£fflV>, SacI&cfclXClal 

iCT^illb. *52. 96kbCDDNAWf>i-S:J^l^glHliRbfc. leJiRbfcDNA»r>H). 1 jug£ 
±fi20/z lOMffiTMCflP;^ Ready-To-Go T4 DNA Ligase (7?Hv7 A^f 

^££^T*llS«HB101#c£JgKteiftU |g25BI^bfey^X= FpBSSCS: 

^tC, _LaBT#£>*i;t:7°^X5 FpBSSC©3/zg&10iiMHJX-:£& (pH7. 5) , 

/-JPitKSU 50nMHJX-£& (pH7. 5) , lOOnMffifk^" h U A, lOmM^T 
^ A *3=b rXl mMDTT^ b & SfgffiiSl 0 *i 1 iZ&flP U M tl 1 O*f40$iJW* 
Xhol (MigM) &mXTMX:T°mmfcJfo-£l±Tz 0 WLKfom^Tilu-Xtf 
)\>n.%foSh\ZXftm\s, m. 96kbc£KpnI-XhoII#r>t£*tn AigSiRbfco 

^{Z, ^M 5 P6-205694t^|E«©y^X^ FpAGE147GD5 u g£r lOmM h U X-&K 
(pH7. 5) , 10mMffi<b^^^^A^«fc^linMDTT75^^-Si|gaffSlOMll3Jn>Lv 
Hltlom&^ffeiJISfflSstlKpnl (^iSii&Si) ^iP^.T37 < CTlB#r H 1Rj^$-frfco 
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KJSifc&X^y-JPfctlSU 50mM h U X-i&m (pH7. 5) , lOOmM^t^ h U ^ A, 
1 ^*t-> ^7 A & ct mMDTT^ b ft: £ iMf& 1 0 \x 1 I;: Jgf£ U, H IZ 1 O^fi 

SB^J<Dyn^E-^-/x>/\>-t)— ^tsm. 66kb(DKpnI-XhoI^>t^^0. 3yg 

±IB-et#btl/lpBSSC(DKpnI-XhoI^O. lug<hpAGEl47©KpnI-XhoIf#r 
frO. I //g££fi;20M l^MffiTMCj^U Ready-To-Go T4 DNA Ligase (7 r )V 

-7^7 /w^^ftia) £fflt>TMiLfco ^co^^^L-r^^nfcM^ 

KpBSMo£t#7c 0 

&\Z, ±teTf#bn^7°^X5 HpBSMoCO3Mg^l0mM h- U X-Jg^ (pH7. 5) , 

iOBM^kT^v^A*«ttjtimMDTT*^7isi|g«KiOM nzin^., Mtnom^co 

fjjiJPSB^Kpnl (^igagttffiD 2:JP^.T37 < CTrlBtr B 1JSJ5&$-frfCo f£J&OT£x^ 
/— ;Ui5tlSU, lOmMMJX-ftK (pH7. 5) , 50mMM:^ h »J •> A, lOnM&ffcV 
>- ^ A 43 d: 1 mMDTT^ b S*g«fflj 1 0 ai 1 L , H \Z 1 0J|M&<Z>$iJ|g|J&3§ 

Hindi 1 1 (^igjfiftSSD *m%JXM 9 C-cmNlKJ&-£ J &1to mKJfcm&71Jn- 
^flim^.^WjlZTftmi', $J3. 62kbCDKpnI-HindIII^fr^^l MgteJiRLfco 

&IZ. e^J#^l6, ll\Z&m<D&&&m&ttZ&l&mk&&Wjl)M&J&m (3 
80A, 7^7i"F /HtyXrAXtS) Srffl^T^fiKUfc. #btl7^f&DN 
A<DO. 3Aig-T^S:15wl(7)Mffi7K^SB^, 65t;T?5#flM&b7Co ^ESJC&fffiS^ia 
KT30#fB1j&ffiLfc^ 10fg*g«m500nMh'JX-&& (pH7. 6) , lOOmM&^V 
^i"^A, 50mMDTT] 2 /z 1 i: 1 OmMATP 2tfl&;&nA. HC:i0i|Mi<73T4 jJ? U X ^ U 
bf (Sigjg*t84) £SP^T37rT305*nflSj££l±, 5'3fr^£U> 
^ft:L7c 0 ±BBTt#6n7cy°^X5 FpBSMoS^OKpnl-Hindlll^lt (3. 66kb) 
0. lAtgt'J >^{L-&fiJcDNAO. 05wg^^S20M lOiMzMZiP*., Ready-To-Go T4 
DNA Ligase (7y)\s~?is7 /W^-r^thfii) l^T£*g ZlCDck^d 
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miim^z^vtLy"^^^ HpBSMos^t#7to n^ntzy^x^ \*<D\oug&mi\ 

AutoRead Sequencing Kit C7tJ1/x^>7 A*-f X^PftW i^ft-O&l^"^ 
oT£j£&, A.L.F. DNA Sequencer (yyJV^i^T /Htr^ai) lC<kO 

bfc„ 

^tl, ^M¥5-304989lCgHm©y^X5 KpChi IgLAlCD3 Aig£50mM h U 
m (pH7. 5) , lOOmMt&fb^-hUOA, lOmM^b^^^^^AiSckr/lmMDTT^ b 

tesigwano tfHcisa?u s^iomfiT^c7)$ij^^EcoRi (^Sifi&M) & 

— X / f)im^.^W)\ZX^m^. &J9. 70kb<DEcoRI-EcoRV^tf-£^lMg[eJlRb;to 

S2^J#-^l8, l9t^BBi£<73JaSS3^JS:Wr4'&^DNA&SibDNA^J536ai (380 
A, 7^7^ H /H^yXfAXfti) ^ffl^T-g-fiELfc. ft^tl/ii'&fiJgDNA 

l-T30^W*JcBbfc^, l0fg««^[500nMH»J^-^B6 (pH7. 6) , lOOnM&ffcT 
^>"7A> 50mMDTT]2 w l ^lOmMATP 2ulI&1N7L, WIZlO&ttKDU #U5?^b 
^r^^-if (tfijgttl) £JPAT37rT307rf^j££li\ 5'5foS$i£'J> 
K-ftbfco ±IBTf# 6 tlfc TO X S FpChi IgLAl ffi 3feCDEcoRI-EcoRV$r*t (9.70k 
b) 0. I Aig<hU ^Btfb'&ricDNAO. 05MgS:^fi20A4 l©iS®*t3iPA, Ready-To-Go 
T4 DNA Ligase (7 7^7>>7 A*-f tf-5r£7*fc$5D ^Tii*g b/t, 
"5 (I bTf# ^nfcj§M7'7X 5 FDNAiSifcSrffl ^T*II§ffiHBlOlttc£ JfcSti£& 
U H28|2|(3^bfe^^X5 HpChiIgLAlSSrf#fc. 

&iZ* ±sBT#btl/ry°^X5 FpBSMoS<D3tfg£20mMh (pH8. 5) , 

lOOmMifrffc;* U lOmMifiYt^y^^^A^cfctXlinMDTO^J^SlSfflr^lOjEi l 

KigflPU Mt'lO^MiCOfrJPHSMpal (SSiStt®) <£Sn^.T37'CTlB#WJSJi& 
$tf; 0 f£Rj£f££X^/ -;U«Ji£U 50mMHJX-i» (pH7. 5) , lOOmMJ&ft 
7- h U ^A, lOmMJ^-fb^^^i/^A^ckr/linMDTT^b^^liW^lOAi UZ&B 
U MtClOSift^f&JPgBM&EcoRI (^7@3t&fi) £flP^T37rTll^P^Jfc£-t± 
7t 0 f£^/fx?$£7#0 — ^yjW^^^idlCT^iiib, #J3. 66kb<7)Hpal-EcoRI^ 
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K\Z, ±.mT°mt>nrz7°7X^ FpChiIgLAlS(7)10£ig£20mMh U^-ffg ( P H7. 
9) , 50mM^^^U^A, 10iM^iY^y^A> lmMDTT^ck^lOO// g/mlBSA^ 

bfcz&mmiouuzmmis* ^ziomt<Dmwimmm&iy (-^ — r>^> 

JUfctKU 50nMHJX-JfiBS (pH7. 5) , lOOmMMbi" h U lOnMJfi-ftT^^ 

I (SSIM) ^JP^T37 < CT10fF B ira$ii-fco mKfom&7fin-x'f)l 
mm^cfttCT^IiiL, 41kb©NlaIV-EcoRI&rft£^0. 3 m g®JK b7t 0 

±aBTl#bnfcpBSMoSCOHpaI-EcoRI^M-^0. 1 MgtpChi IgLAlSONlalV- 
EcoRI»r)tO. lAtgS:±a20MlcoaKit7lcJClIPA. Ready-To-Go T4 DNA Ligase (7 

7 7^5 FpMohC/c 

(5) th immmmmn. - v y <Dm$k 

— <OTffi\z\i hifimr FT^cDNAt^SU b 7%mib 

£ Wit h^CDR^lfi#L#:<£>VH£:3- HcDNA**-fe»v HitKUf AnJflgfc t Mfc 

»2 ©1 (4)Tl#t»tlfcy^X5 FpBSMoCD3Mg£50mM h 'JX-Si ( P H7. 

Pfl^$-ti:fc 0 l£SJfo*&£x^ /— JHfcfgU 30mM^^^- h >J ^ A (pH5. 0) 

TIO^KSJS^-Brfco ^ESJS^Sr^icy— ;i/-^npjJx;i/AW6ttl^, y— )i 
t£m&1fU\,\ DNA Blunting Kit CSSigftfi) 
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\Z$tx.Td&. DNA Ligation Kit SiStR) Sffl^TS*gUfe. Z\(D&o\Z 
LTf#S ^7*^ FDNA^£ffl^T*MMl0l4*£fl2St!i5^U 

f&zmiZmXsfc-f??*^ FpBSMoSal£f#7Co Itbtl^y^XS F<D10tfg£/B 

AutoRead Sequenc ing Ki t (7 7^7->7 /W^^^ttM) t3^t<£>M77 
{C^oTSiS^, A.L.F. DNA Sequencer (!7 t^T^T A-I^t^M) \Z 

^i^smsa^iJco rf a ^e— ^ — /x > a w_hfigcDMIS»3llXho I ^{i^lft^ 

JfcK:, _haHTrt#6n/ty°^X5 FpBSMoSalCD3//g£l0mM h U X-ifiBI (pH7. 5) , 
1 OmM^ft T ^ ~> A 43 £ 1 iMDTT j&> £ & 5 HWfj£ 1 0 w 1 IZflP A. , S 1 OTOCO 
faJ&gg?J?§KpnI (^SigttSD ^^AT37 < CTrl0#^RJt^-B:^o f£Sjft$E£x^ 
/-;i4tJ8U lOmMh'JX-^ (pH7. 5) , 50mM&rt;:J- h U ^A, 10mMt&Yfc^ 

Hindi 1 1 £iPAT37T;TlP#P B ^j££ii-7c 0 f£Sj£$t£7'#D- 

X^r;i/m^^»jCrT^-®L, #J3. 66kbOKpnI-HindIII»rM-S:*5l AtglHliRUfeo 

I2?ij##2(h 21tCgHKC0J^SB2^J ; £W-r^-a-|5KDNA^@®jDNA-^^ (3 
80A, 7^7^ H /Hty^rAXa© Sffl^T^fifcUfc. ?#<=>n&^J3cDN 
ACOO. 3wgT"0^15^ KDMmTKtCinA, 65*Ct?5^WJn»l Ufe. !£J£j£?i££^i& 
{-T30^KiJjSLfe^, 10fSfgtff^[500inMhU;*-ffl& (pH7. 6) , lOOnM&ffcT 
^y-7A, 50mMDTT]2w lilOmMATP 2w1£#PpL, M(C10^iOT4 #'J5?^1/ 
^F4^— fef (^jgjg*t§!l) £Jn;tT37t;T?30$*rB]SJfc£-ti\ 5" 5fcSSS:U> 
BIftLfc. ±S2T?f#^nfe^ , 7X^ HpBSMoSalS^CDKpnl-HindlllBffM- (3.66k 
b) 0. 1 wg^'J >fiS{b^J5JcDNA0. 05Mg*^S20At l<75jS«7Kt*iP^L, Ready-To-Go 
T4 DNA Ligase (77i^v7 AW ^x^tfcSi) SfflHTljgbfc. ^<Z}£ 
■5 ^ L Tf# b ntzMWk7LZ? 7X5 H DNAj£$t £ ffi I > T AlfiHB 1 0 1 » <£ WtW&$k 
U ^liai^LfcT^*^ FpBSMoSalSSrfifco t# btl/r"7°^7> 5. H<Z)10/i.g 
SrfflVs, AutoRead Sequenc ing Ki t (7jJWy7 AW^^^ttM) {3SI#C5 
50=77 HfcT&Jfi^ A.L.F. DNA Sequencer C7tJU^~>7 A-f ^"r^ftM) 
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,k\Z, #W¥5-304989fCf2moy^X5 FpChi IgHB2<7)10Mg£50mM MJ 
m (pH7. 5) , lOOmMJM^HJ^A, 10mM^b^^T->^ A*3<fctf lmMDTTa> £ 
^S^«ffilOMllC»»L, SK10i|M£<Z>SiJIKBM|tEco52I (Jfcj^ife&iSfttilt) ^JD 
^T37^TiEfi^£j&£-fr7t<> !£SJt^£x^/-;i,?£I£U SOmMg^^MJ^ 
A (pH5. 0) . lOOmM^b^h'J^A, lvmmwft&<k&mtfV'£ a 

SO SrJnAT37t:7?l0^KSJt&$1±^: o SSMS7i/-Jl,-^DD^Aa 
ffl^, x^/— JWttlSSrfT^:^. DNA Blunting Kit (^jgjgttilt) 3£ 
ffi*S2:¥i*ai:^A/: 0 lOmM HJ X-J&K (pH7. 5) , l 

OmMEtf fc; V if * i/ V A *5 J: i mMDTT ^ b S If Wi£ 1 0 /z H Z feB L , U IZ 1 0 J&ft 

^tC, 77X5 HpBluescript SK(-) (Xb 7 ^y->tS) <753wg£l0mMh 
IJ ^-^B6 (pH7. 5) , 10mM^b^^^->^A43J;^lmMDTT^b^:^>li^lOM 1 

t-jn*. H(ciom^<75fwis»^Apai (^mmttm zmx-czivT-mrnKfoz 

Stto iM^Ii? /— ;M5tJ8L/, 33mM h UX-BS (pH7. 9) , lOmMg^gt^ 
if^isOA* 66mMSt^^7 'J r>A> 0. 5mMDTT*5j:tJtl00Mg/mlBSA^ b^-SiH^l 
OMltCiPA, 3Et310^C9MI5»^SmaI (SSigftM) ^iP^.T30t:TlB#^S 
JfiS-frfc. ^SJSfKSrT^fo— xy;um^ac»l(3T^jilL, #33. Okb£>ApaI-Sma 

^tl, ±f2T?f#e>nrcpChiIgHB2OApaI-3pm*jS»fn-0. 1 wg^pBluescript S 
K(-)CDApaI-SmaI»r^O. l/zgSr±S20Ml©SfiM*t3fiP^ 4 Ready-To-Go T4 DNA 
Ligase (7 7^7->7 /W^^ttiJ) £ffl^Tg«gU£io £<D<fc 5 K: UT 
ffbtlfcffi^Ay^Xa HDNAjg^$rffl^T±Il®HB101^^^K^L, ^32 
IU^7kL7c7/^7.5 HpBShCr l£f#fc. 
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&\Z, ±IBTl#?>n^7 P 5'X^ HpBShCr lCO5Mg^l0wlt7)10mMhUX-jl^ 
(pH7. 5) , lOmM^b^^^i/^A^cttXlmMDTT^b^^^^^^b, W\Z 

$i£x^ y-)liZ^L, lOmMhUX-^ (pH7. 5) , 50mMi£{fc^- h U V A, 10m 

a — X¥)l>m^.fomzXftm L, m. 0kbC9ApaI-SpeI$rtt-£&]l MgHIiRUfc. 

^tl, ±fBTr^#btlfc^°^X5 HpBSMoSalS<7)3Aig&10inM h U X-J^K (pH7. 
5) , lOmM^fb^^^^^A^ctlXlmMDTT^b^^^^lO/i ltcigfipu SKI 
om&CDfflPgS^Apal (^ffijgaia) £JP^T37rxi ^P^j££-frfc 0 gEKjfc 
?££X^/-;W£M£U lOmMMJX-J^ (pH7. 5) , 50mMJ^fb^- h U «^A, 10m 
M^-ft"? ^v'^A&.ttfl mMDTT^ £ ^> 10m 1 \Zp&f& b, JgtCl O^fi CO 
f&JPSK^Spel SrJn^.T37'Crii^raS^$-l±^:. f£SjS$t£7# 

n — X-y;i/m^*Wjlz:T#iiiL, *^ 3 - 66kb©ApaI-SpeI»r)t£fal AiglinKLfco 

#rtC, ±|ST?f#6nfcpBShCr lOApal-SpeKWH-O. 1 Aig£pBSMoSalS<DApaI-Sp 
ellSffrO. 1 AtgSr^*20// l<Z)iSBS7fcl'JjP>L, Ready-To-Go T4 DNA Ligase (77 

^-^°^X5 FDNA&^£^T*IIB@gHB101tfc£JgMfeij|U I^HIt^Lfc:/ 
775 FpMohCr 1 

(6) ^>-r : "A^-fe>y h^cot hittfi^mm^<^^-pumEi92(Dmm 

*JS#*J2C01(l)~(5)Xt#bnfe#ay^X5 K£ffl^T^>^A#-fe^ h 
k ML^fg^ffl^ ^-pKANTEX93£J£TF(£>i; 5 K Ltii U7c 0 

2 COl (l)Tt#btl7c7°^X5 FpBSH-SAEECD3/zg£l0mM h U X-J&^ (p 
H7. 5) , WmmtJ- b U^A, lOmM^b^y^v^A^ocktXlinMDTT^b^^M 
flffftlOtfllCfln*.. M^10^{4CO$)J|5S^^HindIII (^Sa*±M) £AP*.T37 C C 
T'lP#^iSJS$i±7c 0 ^JK^ffiSrX^/— ;H5tJSL, 50mM HJ (pH7. 5) , 

lOOmMi^b^- h U ^A, lOmM^b^ ^*T^>^ A*5i;tXlmMDTT^ <5&£lStiT?f£l0 m 
IKliSflfU Mi310W£CD»g^SalI (StgjgaM) S:JlP^.T37 , CT?lB#WS 
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Jft£-frfco UKf&m&7J3n—7 > 5 t )\,n^.ft9i\ZTftmis> *55. 42kbC0HindI 1 1 

&\Z, ^S£#iJ2CDl (l)T~nt>ntc77XS. KpBSK-HAEEC05 n g^lOmM h U X- 
(pH7. 5) » 10nM^t^^^^A^cfctJtlinMDTT^e>7iSJg«faElOal(CiP 
A, StC10W<Z3$iJK»^KpnI (^iBiSttSSD &JP*T37rTlB^jEJft£lirc. 
^E^f0c&X^y-;H5tjSb, lOmMhUX-JS^ (pH7. 5) , 50mM^k± h U ^7 

-r->>^\ ^'JAv^Nk SV40«jaB3te^jJ?UA->y^-;U*5 e fcacSV40lS!J»!3tfe 
fyot-^-^^l. 98kbcDKpnI-HindIIII#rJt£&J0. 8/zglHliKbJt. 

^iC, ^Sg#tJ2C01 (5)Tt#^nfc^7X5 HpMohCr 1<£>5 Aig£10mM MJ 
& (pH7. 5) , 10mM^ibV^^->r>A43j;^lmMDTT^b^:^)^^^10Ai HzMpL. 

Kfom&JL* S—friZmL, 10Ml(7)50mMh>JX-^ (pH7. 5) , 1 OOmMifi-fk^h 
HJ^A, lOmM^k^^^^^Afeck^lmMDTT^^^^^^^tC^^L, HtZl 
0^O*iJIS»*SalI (StBigaM) ^SD^-T37 < CT-lBtrBl^$i±7t 0 

1. 66kbCDKpnI-SalI»fM-&*«J0. 8tfg[elJKLfc. 

^t', -tfBtrf#^nfcpBSH-SAEE<7)HindIII-SalI^n-0. lMg, pBSK-HAEECOKpn 
I-HindIII»fM-0. l/ig*3«fc^pMohCr 10KpnI-SalI»fM-0. 1 /xg£^fi20M 1<£>M 
i&TMcJnA, Ready-To-Go T4 DNA Ligase (7 7)V7i/7 /Htr^tti) * 

ffl^nisifc. z\(D£oi,zi,~cnt>titzw.&x.y°7x^ }*mmm&m^T± 

fli^HBlOltfc^HteMU ^34H(C7KUrcy^X5 HpMo r lSPS:f#fe 0 
^{3, ±tBT#btl/i7 0 ^X5 HpMor lSPCD3wgi£50inMN'JX-jfeg| (pH7. 5) , 

h u ^a, \ omumk^ ¥ ^ is ^A&^mmdnfrzu&mffimo ii 
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9. 06kb©SalI-XhoIWJt£*9l /zg@JRLfc. 
&IZ, ^ffiM2<Dl (2)Tt#btl^y^X5 FpBSK-HAEESal<Z)5tfg£l0nMHJ 
(pH7. 5) , 10mMJ£<b^^->^A*5 < k^liiMDTT^e^S)Sfflf^lOMl{I 
in A., M^10W4O$iJIS»^KpnI (^igjgftS) ^Jn^.T37 t CTlHfP B 1S^$-fr 
fe. ^SJtS»tS:X^y— ;|/«fcJSL, 50nM HJ (pH7. 5) , lOOmM^ffc^- h 

-f v>^, ^UA^^;U43ctmV40^Mitfe : F^UA->^^-JV^^tr^l. 37kb 
a>KpnI-SalI»rtf-&#?jO. 7 m gUJitX Lfc. 

^(3, HJfiM 2 CD1 (4)T#btl/t^°^X5 FpMohC k (D5 u gSrlOmM h 'J X-^ 
& (pH7. 5) , lQMWL4k^tf*i/V&&£Zfi\Mdnfr£>tiL&1l&ffim\0ti UZUQx.. 
M{310^<OftiJIS»3SlKpnI (^igjgttSil) £;bn*T37t:TlP#fflK&£l*:fc 0 f£ 
SJt&^&X^ /— ;l/£tSSU 50mMMJX-Jfi& (pH7. 5) , 100mM^{t^- HJ ^ A, 
1 OmMig{fc -7^>"^A*5«J: 1 mMDTT^ £ S igffi j$ 1 0 At 1 Kljgfi? U H t3 1 0^ 
O^iJPS^^XhoI (^MiiM) ^JPAT37 < CTlB#rp1SJ^$-&fc<, ^SJfcfifc&T 
^D-X^mM^cKj^T^ML, t Mb^#UilSS5i:ix y NSr^O*5l. 06kb 
©Kpnl-XhoI^M-^^jO. 7Aig[UJKUfco 

±gBTf#btl^pMor lSPCDSall-XhoI$r>tO. l pBSK-HAEESa 1 CDKpn I 
-SalI»rtf-0. lag*5^D^pMohCKOKpnI-Xhol8ff>tO. 1 jLtg£±fi20 At KDJSMtM:: 
in*.* Ready-To-Go T4 DNA Ligase (7?^Ty7 A-f ^^^frM) <£JBt^T 

10U*£7£Rfe&U |g35BIH^Lfcy^X5 HpMo/c r ISP 

±f2l:f#bn/!:7 D ^X^ HpMo/c r 1SP<7)3 Aig£50mM h "Jx-Il (pH7. 
5) , lOOmMJeft^-h'J^A, lOmMj&^^^A^^lmMDTT^ b&SiigW 
^10AtHC^»L, ^tClOTOCD^JTO^XhoI (gfilttSI) ^Sn^_T37 < CTi 
NrraSJt^-B-fe. &KJfc?fc£X:*/— ;M5fcJKU lOmMMJX-^ (pH7. 5) , l 
OmM^ft T^v-^A&cfctA mMDTT bfe-SHIMlO At HZiP*., jgtll 0 <D 
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tZ&fom&j'tfn — 7,¥)im%fcW]iZTftmis, ms. 49kb?)SacII-XhoI$rJt£r 
#tC, mfcm2<D\ (3)Tl#6n/iy^X5 FpBSX-SA<D3Mg£l0mMHJX-j& 

m (pH7. 5) , iommk^?*i/y&&£tt\MdiTfr$tsi&ii&ffimiQu\\ztojL s 

l£Sj£$t£x^/-;i4£l&U 50mMHJX-JM (pH7. 5) , lOOnMJfrft:*- MJ 

¥{i<MMMtXhoI (3E«j£*±M) **P^.T37'CTl^rajSJE£;S-frfe„ SSiEfflE 
£7#a — X^l/mf^IiflT^iljU Jj$4. 25kb©SacII-XholK'T>t^^l /zglEl 

^(C, _hfBTl#bnAcpMo/c r lSP<DSacII-XholKJfM-0. 1 £ig£pBSX-SA<DSad I- 
XhoIWf>i-0. 1 £ig£^M20/z lOiStMclCiP*., Ready-To-Go T4 DNA Ligase (7 

HpKANTEX93Srf#fc„ 
2. trtb ML-SRa^/ ^ n-^;U}n{££ri- K-r«5cDNA©*Ht, fi?tfr 
( 1 ) Jab ML-5Ra$I^y ^ u — ir)V^KW^M)\< ZfV V- £><7>mRNA<DIfc 
% 

-f >b hD^^>^±M©mRNAttai^^ hT&£Fast Track^fflt^, ^ 7 H: 
SS#Offiffl|»^#izti£oT, T^XJab hIL-5RaiS^&y ^ n-7";t4a#:KM125 
7, KM1259fe«fctJCKM1486^;W^U H~ V (^n^tlFERM BP-5133, FERM BP- 
5134, FERM BP-5651) <D& 1 x 10 8 *ffl)&£ D , ^n^nnRNA£lfcf#L&. 

(2) N"^£ib ML-5RalI ; E7^D-^-;i/trL#;^^/\-l' yj H--7C0HiI*3 
=k^LiIcDNA^-r 7^ >J — Of^M 

^«J2(Z)2(1)T^#L7^KM1257, KM1259*5«fctXKM1486CDmRNA03^ 5 jtig ^ 
cDNA Synthesis Kit C7tJ1/T->7 n^-frZQWk) %mi\ blZ 

i$M(D&mmmmzfe^T, mssciecori ryy^-^w-r^cDNA^tve'ti 
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^J&bTc, fe«L;^n-?n©cDNAG9JKj6 tfg £ 10m 1 £>M07K(C?g#^ 7# 
□ -XyJHIMt:T^®L« IgGM^OHliHl^T^l. 5kb©cDNA$rit 

-^nco^tll. 5kbGQcDNAK/r>tO. 1 ug&£Z$ffi\. OktxDcDNAPWJtO. 1 /ig Lambda 
ZAPII^^- [Lambda ZAPI — SrEcoR n?SJ»r|&, ^'>I7;i/*ij7* 

X77^~ if (Calf Intestine Alkaline Phosphatase) T&IJI bfc t>(D :Xh7 
^y->ttl] 1 Mg2rT4U^f— tfM»ll. 5wltC^b, T4 DNAU fefl75 

hL>7c 0 ^-tl^n^Sj^^O^^ 4 Ml^^fe [^Wa7- • ^P — 
^>^* (Molecular Cloning) > 2.95, Cold Spring Harbor Laboratory, 1989] 
\Z$E^, *rfi/iy>7zi-)V\z (Xh7^y->ttS) WLTyA^T- 
zSlZrtv'r — ->*>^*U [^U^j.^— • ^D-->^*(Molecula 

r Cloning) » 2.95-107, Cold Spring Harbor Laboratory. 1989] fC^oT, 

v 7 Zi— )V H t3#«©^J»®t5ttXLl-BLue [A-T ~ ^ X (Biotechniq 

ues).5_, 376 (1987)] KJgSfeS-BrT, KM1257, KM 1 25943 cfcTJ^KMl 486 CDH$KcDNA:7 
^f^7'J -£> c k?jqjj|cDNA^'f LTftlfn^ 4 =HH<Z>:7 t — z?? 

(3) Kb ML-5R a 11^7^7 □-tW4«/\^7*'J K-^CDHM&cfcTjqjg 

HT^cDNACO^ D— ~ 
HSfiM 2 <D 2 (2) TfffiLfcf n®7 7-^$^i:ti \ -hn-t)in— 
xy^f ±tl@^b7c [tV^a^- • ^o- n>^* (Molecular Cloning) 

, 2. 12 » Cold Spring Harbor Laboratory, 1989] 0 §-hDt^P-X7>f 
— Srffli/iTECL ^-f 1/ >7 h • % ? Vi y 9 - H • >^ • T> 

H • T f -< r^> / 3> • v7fAX (di rec t nucleic acid label 1 ing and detec 
tion systems) (TVvrAftM) tC^#<DffiffllK^#H^^, V^X&gE^ 
><Z)C«*SS:n- HT^cDNA {HlI«^^XC r lcDNAOBrtf- [-fcMCel 1), 
18. 559 (1 979)] , LSIteV^XC /c cDNAW^ft [-feJKCel 1). 22.197 (1980)]} 
*7°V-7' Ll;T^nt&<Ui^l.fz7 7--i?? U-y&mmLfZo friz. Lam 
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bda zapii^^- uh7^y->tts) \zmtt<D&mmwn\zm\ 77- 

VZu-y&y'^T,^ FpBluescriptSK(-)«j£U ^WKKM1257CDH£g£ zr 
- HT^cDNA^r^'tfMMx.y^^S HpKM1257H43d:lXKM1257COLli^3- FT 
3cDNA£#tm^*.:7 0 ^X5 FpKM1257L> KM1 259<7)H£I£ n— F-TScDNA^trffl. 
i^-^XS HpKM1259H*3«fcOCKM1259©L^^zi— FT £cDN A ^trffi^y 
^5 FpKM1259U KM1486COHm^n- H-r^cDNASr^trm^^y^X^ FpKMl 
486H4BckD?KM1486(DLiIS:Zi- FT *cDNA£^tr3Htfc*.:/ S FpKM1486L£ 

(4) tat ML-SRall^E/ ^□-^JUfei#:(DH$I^ e i:^Lll^3- FT-ScDNACD 

*SSM 2 CD2 (3) b tlfeS-"? ^7 Xtrt t h IL-5R a M^E / $ D-^i/v&^H 
iI*5=t^imS:^-F-r^cDNA(DV^COj^SS2^J^, ^btl^y^XS FcDIO 
//gSrfflt^, AutoRead Sequenc ing Ki t (^t^Tv-T tf^ftl) \ZM 

tt&V&JjiZtit-DTKjfcfe, A. L. F. DNA Sequencer (7 7^V->7 A'-fT^ 

KM1257, KM1259^ct^KM1486COHM*5cfc^LiICDV^CDT5 y^SB^lJ^^^U 
7Co S2^J#^-22t-KM1 257COHlI. @E?IJ#-^23(~KM1 257<DLM, SB^J#^24(-KM125 
9<7», ge^J#-^25(CKM1 259COLH. gB^J#-^26tCKM1486<DHiM, S23Wf27tCK 

(5) iah hll-WaM^/ Zn-^frffifofDm&^mmcDCdmwoitslfe 
mmm 2 (D2 (4)T^L7c^yxin;k F IL-SRagi^/ ? P-^-;i/^(73H 

m^ck^LllcOV^COT 5 J *) , ^n^n©Hf£:fc «fctf Lm<aCDRgB?iJ£ 

l££fl <7)ia^CD V« CD T 5 / &S2?iJ [ ~>- > ~> X • T :/ • y P 5^ > X • T 7 • -f 
A/D> ? ^7JI/-'i'>^l^X F (Sequences of Proteins of Immunological Inter 
est) , US Dept. Health and Human Services, 1991] h)ftjfct2> ZL Hz<k~DT 
m^Ltz. ge^'J#-^28, 29&<fcD<30(CKM1257«H$iiC9CDRK 2*j;W, S2M#^ 
3K 3243«tWC33(CKM1 257CDLt80CDRl, 2*5«fctf3, S3^JS^34, 35*5 i^36t3KM 
1259CDH8JCDCDRK 2*5=kr/3, SB^J#^37, 38*5«fcm9{3KM12590DL^OCDRl, 2 
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*Sckt£3. 41&cfc^42^KM1486COH$ICOCDRL 243ckt*3* U^mz 

S2^lJ#^-43, 44^ckm5^KM1486<DL^<DCDRK 2&£ZS3<D^n^tl(DT 5 J & 

3. tah ML-5Ra$Kb hM**7$rifa<Dmm. 
h h\L-5<D^VoftWi&mm-TZ>mVk%:m-rz>tfit h IL-5R a S 2 u—j- 

)VfcmMnmz&%rrz>$i\i HL-sRafit hm^^^mfc&UTv^oizis 

( 1 ) tfEt ML-5Rallt: bM** ^taflsco^S^^^— pKANTEX1259<75«^ 

©2t#bnfcy7X5 FpKM1 259H^ck^pKM1 259L&fflf/i7c^Lh ML-5RalSt 
h ^ ^ y< 7 tafr COfg^ ^ ^ -pKANTEX 1 2 5 9 £ CO £ -5 b T«S& L 7c. 
b h{ttfife5£mm^P$— PKANTEX93 CO 3 *i g & 10mM h U *-i&g£ (pH7. 5) , 

iommt-?¥*>' x Ji±&£zs immT frt>tzz>Mffim 10 ^ 1 i-jun^ mi-io^ 

(ico$ij|5B^^ Apai d^.mm±M) SioiT 37*C-e 1 B#F B ^S^$-f±7c 0 
£X^/— ;V£tJ?3:U 50mM hUX-Jg^ (pH7. 5) , lOOmM fflfr}- h U V A, lOmM 
M^^T-i^A, ImMDTT, 100 w g/mlBSA *5cfc£/ 0. 01* h ^-f h > X-100 j^b 
7^^»^10 m 1 \zD\\x_. Mil 10 WiCD^flPSP^ NotI (^MiS&iSi) £tn*. 

T37t:-7j i HtK^jS^-tir/io MS^^T**D-x^;vm^SbtiT^iiib, 

m 12. 75kb CO Apal-NotI i#rJt£#J 1 /x g HJiRbTCo Zf^XS. H pKM1259H 

CO 5 m g £ lOmM h U X-tftK (PH7. 5) , lOmM mt^tf^^O A&£ZS ImMDTT 

fr^tzzmmmio ix i tzirn^, mz \o mznfflmmm Bam (^^mm^tm.) 

Zm^T 37X:-t: \mmfcjfo£l*:fz 0 iSM^l^ /-JHMU 50mMMJX 
(pH7. 5) , lOOmM^fl^ HJ^A, lOmM &{tlV^>^ A, ImMDTT, 100 
w g/mlBSA feJ;7jC0. 01* H^-f h> X-100 frt>te.Z>mWjm 10 m MZ^JP^, KfC 
10 i£{iCOfcMB#iS§ Notl (^Mig&SD £3JPAT 37*CT? 1 (^^£-^0 MS 
jSf^^T^fo — XfJl'm^foWllZ-Zftmi'.ffiO. 41kbcOBanI-NotI ^fr£^0. 5 

BS^iJ#-^ 46, 47 Klia«©££ffi^J£*rr£'&JjJcDNA & SI& DNA 
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(380A, 7^7^F /Htv^fAXt© £ffl^T£fi5cLfco ftsn*:^ 
fi)c DNA CD 0. 3 /x gfo?: 15 u 1 CDMMzMctJP*., 65T;T 5 ft-RBflnlS* L,f Zo 

j&m&^mzT 20 ftmtm\stc&. 10 fe&mmmm h v x-mm (mi. 6) , 

lOOmM^bV^^v^A, 50mMDTT] 2 m 1 <h lOmM ATP 2 a* 1 ^PL, mz 10 i£ 
&CDT4 ^'JXXU^F*:?— tf&inAT37 c CT30^J^£ii\ 5'^^ 

±lE-et#bnfct: Mfc*H#:^ffl^^-pKANTEX93 E&*CD Apal-NotI l£?Jf 
0. 1 u g chX°^Xa H pKM1259H fi^fccD Banl-NotI 8ffM" 0. 1 ugh*) >mt^^L 
DNA0. 05 xx g S:^:S 20 At 1 ©SSMtMcJjP*., Ready-To-Go T4 DNA Ligase (77 

^-^75 H DNA^f&£ffl^T*J!§ffiHB101 fa&MWfa&L, SB 37 EUd^bfc 
7 7X$ H PKANTEX1259H £?#7c 0 

^f' ,H^nfc7*7^5 H pKANTEX1259HCD 3 a< g £ 50mM h 'J X-J£Ht(pH7. 5), 
lOOmM mt-T h U 7A, lOmM t^^^v^A, lmMDTT 100 u g/mlBSA 

^6^*««skiom 1 izinA. n\z iom±i(D$mMmEcoRi c^mm^tn) 43 

ZTrtn — XYfrM^foWilZTftmiss ft) 13. 20kb CD EcoRI-Spl I 1 u 

g@iRL.7Co 

^(3, X°^X^ F pKM1259L CD 5 a* g £ lOmM h <JX-iM (pH7. 5) , 50mM i& 
ffc^MJ^A, lOmMf&ffcTX'^v'^A, lmMDTT fe<5 $gftr?j£ 10 u 1 ^JOA. 
StC lO^iCO^J^^Avall (SffiigttSD &JQ^T37«CT 1 B#WJS[jS$-fr/co 
SSlSfBt&X^y-JI/ttlSL, 50mM h'JX-M (pH7. 5) , lOOmM frffc:*- MJ 
^A, lOnMtfMfcV A. lnMDTT^6^SIK«f0t 10 At 1 tCiOA, S(C 10 

3M£©fl?J|gB**S EcoRI (^mm±Wk) £JPAT 37t:T 1 P#fBJS]fc£-B:fco tkK 
Ifcifc&T-ttn — X'fll'mm.fomzTftmV, fa 0. 38kb CD Aval I-EcoRI 8rK-£*$ 
0. 5 n g[E]iRL7c 0 

^Tf3> SE^J#-^ 48, 49 tClBffeCOJ^SSB^J^^-rS^fiJcDNA £ gft DNA -£^$1 
(380A, 777-^ F /H^yXfAXtl) fcffl^T^fdcLTCo t#btl7c-& 
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J&DNA (DO. 3 p. g1"o£ 15 n 1 <DWMi^\ZM^ 65T:T 5 ^F«bfco M 
JS^^KT 30#MSLfc^ 10 {S^M [500mM H U (pH7. 6) , 

100mM^fb^^T^>^A, 50mMDTT] 2 ju 1 ii lOmM ATP 2 m 1 £fln*_. Ml' 10 i£ 
fe(DT4 ^U5?^l/^-^H^^— if ^iJP^.T 37^30 ft!S\Kfo2-&, 5'm^£ 

±fE-d#£tlfc^7^ H PKANTEX1259H S*CO EcoRI-SplI #rtt" 0. Ug^ 
7X5 HpKM1259LS3feOAvaII-EcoRI ^f>t0. 1 u g&&Z$i) >gKfc-&fi5c DNAO. 05 
W g 20 w 1 <DffiM7k\Z.1X\^. Ready-To-Go T4 DNA Ligase (7 7^77 

n-i^T-WLm &m^Tm$£isfz a z<D^o\z\^xn^nrcmm^-f^x^ 
f DMmm&m^T±mmmio\ w^mn^v, m 38 miz^Lt^?*^ h 

PKANTEX1259 £f#fco 

(2) PKANTEX1259 £ffli^#Lb h IL-5R aigt h^^^ ^#E#:0 ^ y h^IU 
— -7YB2/0« (ATCC CRM 581) TOfgSg 

YB2/0 fcfflJ&'xCDirLt h IL-5R aflt hM** ^ia^*I^^--pKANTEX1259 

-(Cytotechnology), 3, 133, (1990)] tCTff oTc, 

-£MM 2 (D 3 (1) 6 tlfc pKANTEXl 259 (D 4 // g £ 4 X 1 0 6 <H(7) YB2/0 fcffljfe-v 
#Af£, RPMI 1640-FCS (10) £ 96 ^X^-f ?D^^^ — 7°]/— Hi 200 p. \/ 
^xJ^MLto 5*C0 2 -f >^jl^-^-[^T- 37T:, 24 P#fl,1it*f^ 
tV~>> (WT, G418 tM~t. ^Zfn&M) £0.5mg/ml ClfcSck 5 KlgsJnbT 
ZZlz l~2IF B 1MUfc. G418 SH14S:^-rs^«<b»*tc<Z33 0-— *«ai^U, 
D>7)l/X> htl^oTc^XJl/J: DJ^*±m2r[Uil3ib, .tm ^CDtrLb h IL-5R 
a lit bM^^in^c^tt&J^T^-rELISA&l & £ ^te ELISA & 2 D 
$']/£b7c 0 
ELISAfel 

1 (D 1 (1 0) (£>m&Mtg*±ffi<£ D f# bn/ish IL-5R a -Fc £PBST5 pl g/ 
v\\CDm&, £>-£>^te£ b^$?b7c)£?f££Bi^U ge^Xjl/WEIAffl^W— h 
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l%*!fomT)l7^ XBSA) £^t?PBS (1!KBSA-PBS) £100 W 1 /^x^JpA, 

i mm&j& £ tts o t t, ^ $ y p y ^ l rz a 1 *bs a-pbs s , 

-5 £ 25 /x 1/^7 re ;ky-&U ^iaT4B#KJK^$ i*fc 0 0. 05XTween-PBST8fcil^ 
imA-PBS^T4000fg(C^L7t^^^^-if^iiTt:>?>D (zfHft 
K) Sr50Ml/^x;l/T?lra^T^iaTlB#rasl£i$ii:, 0. 05KTween-PBSTSfei£&, 
ABTSJ£Sti& [2,2'7y7k'X JK>>/f >MM>i) XT 

>^:r^ACD550mg£:0. lM^X>BMg«fi8c (pH4. 2) ILKigflSU ^fflfifliUcljfl 
BS{b7K^lMl/nlS:Jn^^] £50ju l/^x;Mn*.Tfgfi<*-ti\ OD4l5nm<7)Pjfc 



*££-SIS^ (%) = 100 X 100 

B - C 

A: \jiW : (fcM\\%<non\ii 

B: j/L^^l^^illll^OODte 

C: bIL-55l|^J||ll^(7)ODfi 

ELISA&2 

1 CD 1 (1 0) CDS AttlflSJg*_L?jt «fc D ?# 5 nfcsh I L-5R a £PBST2 At g/m 1 
<£>iSS> *SWi3£(C^&L&&&£S|gEU 96^x;i/CDEIAfflyi/-h 

l%^lflim7;i/y^>(BSA) £^tfPBS UKBSA-PBS) £100m I/Vx-JIMpl, 
^x-mmK^^xn-oT^^m^m^yny^Lf^ 13SBSA-PBS£i£T, 

&U ^iaT2I^KS*S$1±yS:. 0. 05KTween-PBST?Sfe#*g, lXBSA-PBSt3T500fg 
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£50ai l/^x;i/TJn^.T^i& , rmfWSJi&$-&. 0. 05%Tween-PBSTBfc*§M&, ABTS 
[2, 2'7>>VbX (3-Xf ;K> , /f TV'J >-6-XJV*>^) ZLT^^E 
-^AO550ng2:0. lM^X>8liS«fS (pH4. 2) lUCjg*j?U ^fflttitfj^ilM: 

SUfcl'^^T, 0. 5mg/ml G418, 50nM MTX (v-^^ttM) £^ tfRPMI 1 640-FCS (1 
0)^lfe^!H»U, 5%C0 2 -T ^-f*jT37t;, 1~2MP^*£*U 50nM MTX 

W^^^SfCctO, $ 6(CMTXig^£l00nM> 200nM£±tfT?T#> 0. 5mg/ml G41 
8, 200nM MTX^tTRPMIl 640-FCS (lW^ifeTiiSipIffiT^O, trC b ML-5R aflb 

$etC2®©PM^#^tzi;^^n-->^^^T, g^W&tfEb bIL-5RaH 
b hM**7m£&±MT*Mm&Wfc£Vrz. Kb hIL-5Ral!b M^^7 
Kft££^-£^«te^c7}^J<hLT«KM1399 (FERM BP-5650) 7&*&tf£>*U 
ftl^4IT?.tak ML-5RalIb hm** ^tn;ft£KM1399 <hift£ b7c„ ^Wfe 
SM*KM1399teFERM BP-5650 di bT> f j$8^ 9fl 3 0#T, HSrCaiftl 
HSWW^miC^ft^nfeo JMfe^n->KM1399(DKb hIL-5Rafib 
* 7 £n ft KM 1 3 9 9 (7) ^ tt \$m 5 m g/ 1 0 6 c e 1 1 s / 2 4 h r T £> o „ 
(3) Kb HL-5Ra$gb h£!*;* ^KftKM1399CDtg«±ff7^ t=> ©iS 

2 CO 3(2)TM#<=>nfc#ib h IL-5R a fib h ^Kft3lM4*KM1399 
£ 0. 5mg/ml G418, 200nM MTX "a tT GIT igifc (0:£§^ttSD (I l~2xi0 5 *fflfl& 
/il tft^ck^ClIl, 175cm 2 7^X=i {3 200nl-f^a 

L7Co 5SKC0 2 O^zlA — ^ — !*JT» 37*C, 5-7 Bf B ^ib, 3 >7)lJL> h \Zf£ 
o7cP^*Tig*_tffl^[EliKLfe 0 ^Eigft±tB^j 1. 0L «fc A (A*-f tf" 

7°Dty>^ftl) #^A£ffl^T*fMKb h IL-5R oithS^^« 
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KM1399 &#«J3mg8tf#bit. ffiMJnt h IL-5R a$Kt h^ + ^ ^JrE{£ KM1399 CD^ 
4Mg^r, 4ift]C07jr£ [tW^A*— (Nature) , 227, 680 (1970] ] (rfeTfll 
mflcf&U ft-TBSrSH^fc. fO^f^^ 39 Hitl^To lf§ 39 El^^b/t «k 5 
(3, M7C^#TT"«irC^HiI<7)^»TO50+Py^h> 1 taflc L IMCD^fi 
TO 25 h 0 , IEL^5HPSGD Hilfe^'L &<Z)f83!#tili8£ft 

fc. ^Sju^TTteJat h IL-5R o«t ^#tft:KM1 399 CDfl^f 

fiTO 140 ^O^h >T$> 0 . 2 HiS^J;^ 2 L S» <=>&£IEb^* 

%2<nthM** : 7tti{*.<D5£mi)mm2nrz* &rz, mwmth il-sr aiut 

>+i— (470A, 777^ F /HtyXfAXai!) &ffl^TSI]XH?>^ 
»{Cit)«P#fLfe#§*, ^ffl£n*IEU^7S- /KB33W#Snfc„ 

(4) JrCk h IL-5R ait h^^^ KM1399 ©k h IL-5R aiKlC^fTSS 

1514 (EL ISA & 1) 

Sat hIL-5Ro«a^ , ^7Xtjt^KM1259*5«fcCXtrtt: ML-5Rait b^^irE** 
KM1399Wt ML-5Ra|i(C*f-r^M^^|IWJ2C03 (2) {ZfB^COELISAtel (3 
<fcl9iH!j5£b&o ^CO^mSr^OEIl'^-r. m40|2I(C^b/ict^C MthIL-5R 
"it h^^p<^tr[^KM1399«tr[k h IL-5Ra$I"7^Xtr[#:KM1259i:|Bl^CD^ 
^t ML-5Ra$lt^-r^5J5&tt^WbT^^^i:^$rLfco 
4. C0S-7*fflj& (ATCC CRL1651) SrJB^fctafc h IL-5R afgk h^4^ ^fcvfrO 

TfBTj/ii^SJat h IL-5R aiSk bm CDR ^*Stafr^t©^ay\*-^ 3 >(Dfg 
t£M£<fc Diflii^ff &5fc8&K:» PKANTEX1259 ^ — 

T C0S-7 flUflg t^*5tt Stat h IL-5R ait ^#:<75-j®ttf£ii£ U * 

(1) PKANTEX1259 — (Dffi^ 

^Z\£.tfi%Xt>ntz. pKANTEXl 259 <Dtfifcf£Wz&W&JBi.te2ti\,*t^ 
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Xt>t\Z>m&.&X£i-& J £* JcD/hSteJah h IL-5R 'alkhl+^^I 
pT1259 £J^TC0£5(ZLT#tfgL^Co 
^7X5 H pKANTEXl 259 CO 3 # g £ 10mM h U (pH7. 5) , 50mM 

MJ^A, lOmM^kT^'>^A*3«fcrXliiMDTT^^^:SJg«?0!lO w 1 Kim*, 
StZ lOTOco^JPS^Hindlll (SIMI) £#P*-T 37t:T 1 WlSJfr^-tf 
fzo mKJ&m&3L5 ;—)V&:mi<. 50mM hUX-M ( P H7. 5) , lOOmM mti~ 

h u ^a, \bmmk^¥*^vi±&&T£\mmifrt>t&z>mffim 10 w 1 t-j&p^ 

^S^*KSx^/-;H5tjSb, DNA Blunting Kit (^iBiSttK) $M£ 

xy;i^mM^»]tIT^®b, *5 9. 60kb 0 DNA W>t£ii® 1 Ai gtEpRLfc. {eji&b 
7t DNA WrM* 0. 1 g Sr^M 20 # 1 <T>WM^\ZMX. Ready-To-Go T4 DNA Ligase 

^^.^^X^ H DNA^Srffl^T^JB^HBlOl W^MMUmV, i§41 EIKItkL 
fcy^X^ F pT1259 Srf#fc. 
(2) pT1259 Srffl^fctat: h IL-5R aljjb hS!^;* ^i/t^CD— iittfSSI 
lX10 5 *fflfl£/ml CD COS-7 iffl^^T- 6 ^XJl/^U— H C7 7^:3 >*L§4) JC 2ml 
/^7iJ^Ml, 37 < CT-^ig*UrCc 100 w 1 CO OPTI-MEM igifc 
ttl) l~ pT1259 CO 2 g £flq*_, Ht3 100 m 1 CO OPTI-MEM igife (^^nft® 
I: 10 w 1 COU^^i^ h75> - 'JX-yi>h (LIPOFECTAMINE Reagent, 

<Z>&^#£Mt3l*fc. WIHUfcC0S-7lBHJiaS 2ml CO 0PT1-MEM (^nfl: 
54) T 2 DNA-U^V-ACO^#:^^tr^^^PL, 37<CT 7 Bf 

Pn1i&Stf£, £g^£B££U 10SKCO FCS £^tr DMEM igifc £ 2ml gSSq 

u 37rT^*tfco mm&. 12 mmom^mm^m^muv. mm±m* 

(Dffith IL-5R alk hm**7fcfa<DmtiWm*'MMM2<7) 3 (2) KgEfcCO 
ELISAfe 1 TfTfc^fc 0 ^<D^£g|42l3^T 0 i§42 miZ^ L fcct z> \Z pTl 259 
S#ALfeC0S-7«HI!a©^±m^(w»a[te#W^*g147&^^n 4 tfifc: h IL-5R 
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amtbMlrfr&ift.OftmtimmZtirzo ^±GD^=kD, PKANTEX93 <7)±% 

^ZtlfZo £fc. iit^>§lSt h IL-5R allt bM CDR *£^£a#:<Z)?g<f4£; 
iE«6trit»"r*^:86(;, TIB4 (3) tCB5«© ELISAfelZck 0— 5att^3g^j|± 

(3) ELISAfelC«k5-jfl|4f£^Jgtt±?jS*<Dk Mb in 

96 <yjL)V?-C Znp^p-fu-blz^^mt h IgG (r-chain)ta^ (BE^ 

tkto^mvmtSD & pbs 400 m^m^rcmm^ 50 w i/^x^mi, 
1 n^s^s-t^ s-DTViSfs-tts^yny^Lfe. i«bsa-pbs &^x, mi: 

-ifi1458Slig*±m &£^te*&SiLfcirLk h IL-5R a II k h * 
KM1399 £ 50 W I/^XJHjPtL. 1 B#|B15j££l2:fc„ afrlg, M^iSb, 

0. 05XTween-PBS TBfe#^ ^l^*^-- tfMS^Xjft t h K L fIK#; (if 
-f J* >y httSD £ 1XBSA-PBS CT 500 teflM&L 50 At l/^X^JnA, ^ 

l B$|iiJSJ&£li:&o 0. 05*Tween-PBS Tife^Mlfe, ABTS Sl« [2, 2' 7>V 
HX(3-IfM>'/f7yj >-6-X;U*>^)XT>^E-^AcO 550fflg^0. lM 

^j^>mmmm (ph4. 2) ^ifiiu^ii^fb/K^ i ^ i/ m i ^p*. 

<£ 50 m l/^x;UjfjP7LTfSfe£-&, OD4l5nm(7)©^a[S^Ufc. 
5. tab ML-5RalIk h^CDR^If £r[#:CDM^ 

o-^;Pla#KMl259;i3«fctmt: ML-5Ra$Ik + * ^#KMl399 £IWCD 
St££^3*rLk bIL-5RalIk h^CDR^«Kf*£tTFCD=fc 5 (- LTMigL 

(1) ^®(DtbfcfoW(D#imnm$:mmt-TZ>m\ib IL-5R a ilk CDR 
&U$fifc<D \H&n— b-?Z> cDNA <Z)#Mg 

^ l/X h (Sequences of Proteins of Immunological Interest) , US Dept. Heal th 



84 



WO 97/10354 



PCT/JP96/02588 



and Human Services. 1991, J^TFITO] > l££n<7)£ £ 2T£fc t h trite VH £ FR 
»S2^J^ffilBl't4^'=>ity^;i/-y 0 I — ill (HSG I — ill) &*r~JV)V 

IL-5R aik h^CDR^ffi^VHCDT^/^SB^JSrlgftT^-^^b^o 
S^i:-r^*aiS^J^ilWri>^56[C, V^xtfCth IL-5R a$I#iteKMl259 © 
VH <Z) FR BH^'J <h , &-*ty^*Jl/-y(Db hta#:VH©*iiiS^I(7)FRg2^JtOP^(Dffi 

KM1259VH (7) FR S3^iJ <h , §^y^-^0t hj/Cte VH ©ftjiBB^JO FR 
IB] coffin ft 

HSGI HSGI I HSGI 1 1 

72. 1 50. 6 55. 2 

y I <D&mffim&mmtL7:tfi\l h IL-5R aik h^CDR^tefei#:VH(DTS 7 

^gS^J£f£ltU ^7$ y^Se^iJ&n— H~f £ cDNA £ PCR r£&ffltiTJ^T<7}<J; 
-SKIbTfiStgbfc. 

BE^J#^-50^b 55 <BJfi£ffi^J£Wi"3'&J0cDNA £ gfjj DNA ^fijcHg (380A, 7 
H AW ^AXttli) SrfflHT^Jfcbfc. ^bfe& DNA 

1&K#0. 1 /x M £t£Z>£o\Z lOmM HJ*-ifiSS (pH8. 3) , 50mM 'J i> A, 

1. 5mM*£flT?'2 r *v"}A, 0. 0015Hi^>, 200 p. M dNTP> 0. 5 u M M13pr imer RV 

&mfettW , 0. 5 u MM13primerM4 (SiBiSttM) &£ZS 2 m&<D TaKaRa Taq 
DNA 3j?U^^— if (^jBj&fctSD <fcD&3Mr$t50 /z 1 HflP*., 50 u 1 ©IK 
DNA 1*— (PJ480, A°-^> ftSSL) K-fey 

Kb, 94^(3X2^, 55<CtCT 2 #|B], n^lZT 2 ftmW'f P 20 
5 M^te-Dfco iSM^X^y-Ml, 20 ju 1 ©TEHtaf^tC^^^, T 
tfP-xy^mm^liHT^iab, ^0. 48kb (DmWftft&lfa 0. 2 ^gtRflRbfc, 
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^7X5 H pBluescript SK(-) (X h 7 9 V- >ftM) <D 3 n g £ 33mM 
MJ*-#K (pH7. 9) , lOmMg^T^v-^A, 66mM i^Hft* U <^A, 0. 5mMDTT 
*5«fctf 100 g/mlBSA^£&3ig«f£ 10 At 1 trim*.. W.IZ 10 ¥-fe<Z)fcJ|$lB|^ 

smai (ssiai) zox:t; \ mis\Rfez-&rzo mfcj&m&jL? 

ttJKU 50mM h'JX-M (pH9. 0) , ImM mt~? P^i^y Afr 5 20 
M I OStfU 1 ¥fi©7MU7^^77^-t* (E.coli C75, SMii 

SrAnAT 37<CT 1 *HEfc*-a:, 5" 5fejBSKU >Kftbfc B HKttEJfc 
^^^^y-^-^Dn^JI/Affltti^, x^y-;H5tjs*ff^:^, 20 w l cd te 

^(3, ±BSTt#^njtPCR«CDlS(iBfrM-0. I m g L pBluescript SK(-) 0) Smai 
Wrtf- 0. I m gffl^£±» 20 w l ©««*(zJPA, Ready-To-Go T4 DNA Ligase 
(7 7^y7 AW^^aSSi) Sffl^TlJgLfc. -C0ct3t3LTt#btl 

»77X^ h dna mm&m^T±mn hbioi m&mwfc&isfz. 

ofc^m, a WO^rtt h IL-5R a lib CDR ^ffitaft: VH CD 7 ^ y ^SB^iJ $ 3 
-H-TS cDNA Z^&m 43 H phKM1259HV0 ttntz* 

phKM1259HV0 iC^nfcjftfc: h IL-5R afSfc h S! CDR &Utnfc VH (J^T HV. 0 <h 
3cB2) «*&«Saa«l*5«t^Ta yg|l2^ISg2^J#-^ 56 (^L7c„ 

(2) UE&cDh hfci^ VL CD^ffiie^S^T^fctt: h IL-5R a lit CDR 
^ffit/vffcCQ VL £3— Ft" -5 cDNA COtfUg 

-y-^^-y i — iv (hsg i — iv) ^^^-y^^^asB^j^Pi 

/£Lfc 0 *rtl*>$im&m&&mtlsT$i\ih IL-5R aMbh^CDR^ 

jl^-T^7ts6(3, T^Xtftfc; h IL-5R aflJnffc KM1259 CD VL <Z) FR K^Jch, 
~7>f)V—~7<D\z. htfLfo VL CO^ilge^ijO FR BBJiJ^Ofa©tBN'|ti£aSi^fc (^2 
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m2m 

Vj7X KM1259VL CD FR SB^'Jch, )l>- 7(D k htrifa VL (D^MSB^JCO FR 

Se^lJtCOrBlCOffiNtt (X) 

HSGI HSGI I HSGI 1 1 HSGIV 

73. 8 57. 5 60. 0 65. 0 

-/I (D&m&m&mmt bTiat: h IL-5R ailb CDR i&fiiirLffc VL ®7$ / 

mMPi&miv, sm&m&n— kt* cdna & pcRtesffl^TJETFcDcfc 

SB^J#-^- 57 62 COJfiSBB^J&^TTS'&fifeDNA £ Sift DNA "&5!t$| (380A, T 
-f^^Y /HtyXrAXai) Sffl^T^^Lfco -&J5£Lfc# DNA 

1 m M i:^^cfce>(I lOmM h'JX-Ii (pH8. 3) . 50nM t&^fc* U >^A, 
1. 5mM M^^i^A, 0. 001%ii^^>, 200 £i M dNTP, 0. 5 u MM13primer RV 
(^iSii&S) J. 5 m 1 M13primer M4 (^igjfiftK) 2 $M£tf) TaKaRa Taq 

DNA ^U^7- tf (^iSigftfil) «fc 9 50 w 1 tZjtJP^_, 50 w 1 

iTSl\ DNA -9— Zzr— (PJ480, /\°-^> x;l^-*±M) Ct'V 

bU 94*C{C:T2^K» 55 , Ct3T2»ra» 72"C fZT 2 #W3CD1M ^ 30 -fr-f 

^JWrft^fc. &KJfc^£x^y— ;wt*RU 20 m iwteMMI 7 
# n-xy*;UmM^lfjKT#BIU ^J0. 43kb(7)iiitii^it^^0. 2 uglsURLfco 
±l2T:1#bn^: PCR^coifiH^fn-O. 1 At g t»J2» 5(l)T?#b.n 
fcpBluescript SK(-)COSmaI ifrO.U gffi^^^fi20 1 <£> Motrin*., 
Ready-To-Go T4 DNA Ligase (7 7^7v7 /Htf^ttS) ^ffl^Tii^b 

fe. zio.t^tzLTft^n/tsaiftA^^xs h dna mu^m^x±mm hbioi 
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U i&Smmo&fe&fftzijtlfe^ gWCOirCth IL-5R allth^CDR^ffi 
£tl#; VL <DT 5 /BSBB^iJ&n— FTS cDNA 44 lat^U^y^x 5 H 

phKM1259LV0 £f#fc„ phKM1259LV0 K^nstafc: h IL-5R all t CDR 

vl (wt lv. o tmz) <z>i&&&&\i3j:zfi7 * /wt&m&mmmn 63 ^ 

(3) K^©hhtiiflcV^«^aiS3^J^fi»tLrctfith IL-5R aihhi 
CDR ^tetrL^CO^jEl^^^-pKANTEX1259HV0LV0 

5(l)T|#bnt^7XS H phKM1259HV0 &<3:Zfi^mM2<D 5 (2) T'f# £nfc 
X5 FphKM1259LV0£ffi^T#Ct: h IL-5R afgt CDR^fiffi#:<Z)5g^^ 
— pKANTEX 1 2 5 9HV0LV0 £JUTFGD=k 5 (I iTli L7c 0 

y^X^ FpKMhl259HV0<£>5/zg£l0mMh U X-Jfl& (pH7. 5) . lOnMJfiffc^ 
~> i yj±&£UimdTTfrc > UZ>MffimOu lKJn*., HlC101tM&©f&[|BiM&ApaI 

50nMMJX-J» (pH7. 5) , lOOnMJfrft:*- h U ^7 A, lOmM&ffcvy* >"^A, lm 
MDTT, 100^g/mlBSA*5«krX0. OUh^-f h >X-100^ ZUZMffimiO a ItCJnA, 

SJ&&£7#D — *y;|,^&f!,|3T#iIiU *^0. 44kbCOApaI-NotI^)t^^0. 

ifctC 3lM#<J2tf> 3(l)T'f#^>n^h h{btTL^^^^^-pKANTEX93 
CD Apal-Notl 0. I g t Jis2Tf# e,nfc^ 0 ^ X ^ H phKM1259HV0 

Apal-NotlBrfrO. I ug^±R20u l CD^MtR^P A, Ready-To-Go T4 DNALigase 
(7 7^v7 AW^^ttM) S:ffl^T*#gUrc. dCD«fc^^UTf#e»n 

H PKANTEX1259HV0 

X\Z. ibtlfc^X^F pKANTEXl 259HV0 CD 3 u g £ 50mM MJX-&& 
(PH7. 5) , lOOmMJfiffc^MJ^A, lOnM^t^^^^A, ImMDTT 33^1/100 

w g/miBSA^b^^ii^ io w i mz \o miKDummm ecoki &m 
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ifittM) *5«fctffWIEBMiSplI (SljfittK) &JPX.T37t:-e 1 Bf^SJC&^itfco 
&KfoWt&TJ3u — 7 s 5')m^frWHZTftmis* fc! 13. 20kb CO EcoRI-Spl I $?Jf 
£r#?j 1 At g [eUKUfco 

7 phKM1259LV0 CD 5 At g £ 50mM h <J X-igg? (pH7. 5) , lOOmM 

i&lt-tbWA, lOmMJ^fb^^v^A, lnMDTT 100 m g/mlBSA tf>s>fc 

SlSWiffi 10 At l Kflnx., Ht' 10 TOcoMTO^EcoRl (^jgiithfil) &J;z>*ftJ 

□ -X^H^Iiiraib^O. 39kb COEcoRI-SplI 0. 5 At g ®JR 

±gBT?# y^*^ H PKANTEX1259HV0 &*C9 EcoRI-SplI ®rJf 0. 1 At g 

F phKM1259LV0 Efi5fcC9 EcoRI-Spl I WtM- 0. 1 At g 20 At 1 <DWM 

zMctnA, Ready-To-Go T4 DNA Ligase /Htf^ttl) 

^tueifc. ^cock^^bTftbtife^^y^x^ f dna mm&m^x*. 

AI0HB1O1 W&mm&gkV, SI46 EHC^Lfc^XS F pKANTEX1259HV0LV0 £ 

(4) PKANTEX1259HV0LVO S/fJ^fcUfclGD t: Hgifr V ««6D^aia^J&SWIt U 
fctakh IL-5R a ilk bM CDR &mffifc<D^ y h * ID-7 YB2/0 «DJ|g (ATCC 
CRL1581) TrCQ^^ 

pKANTEX1259HV0LV0<&ffl^iTUEft]<75t htaffcVffi^CD&ilBB^J^filS t Lfctfi 
th IL-5R a lit h^CDR^ffiJfL^CDYB2/0iffl!STCO^ii^||«j2CO 3 (2) 

^-CO^m, gt^CDt bia^M^CD^MK^J£S^<hU?cfcit: ML-5Ra|Jtt 

-TStat: ML-5RaiIt h^CDR#f*ta#£KM8397<i:lft£ Lfc. J&S5&l&ftKM839 
7CDjnk ML-5Ra|gk hMCDR^ffi^#:KM8397CO^Mtt«^4Atg/10 6 cells/24hr 

(5) £ab hIL-5Ra|it HMCDR^TO^KM8397COJ^«±m^ 6<Z)ffl® 
*WJ2C05 (4) t?f#e>ftfctn;fc h IL-5R a lit CDR ^mKW^M^ o 
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->KM8397 &»J2 0 3(3)CIBt0^^l:f t^i, fifMU KM8397 ^ 
2mg^#b/to MMirCt h IL-5R aflb CDR ^ffitrCft: KM8397 CO&J 4 W g^, 

CO H gl;fe«ktf L sfc&, #3l7n^TT«tfLt h IL-5R 

all h CDR ^«ia^ KM8397 C0#T»te£j 140 ^O^OU h >T*£ D , 2 ;fcC0 H 
m*5 =t tJt 2 # CO L 11^ t£ Z> IE L ^ $ CO t h m CDR *£«K#:C0^#TO3$ 
tlfce *!«Lt h IL-5R amCDR^1fitn:#:KM8397 CDHIK, Li(DN« 

y^SB^J^^a^-r >v-^r>-y— (470A, H n-i^^T.fL. 

(6) trtt h IL-5R aik CDR &mKfo KM8397 CD b h IL-5R a$JH;*f-T3 
KJfctt (EL ISA 2) 

Jab bIL-5Ra£Ih bM** ^ia^KM 139 943^^11 hIL-5Raiiib h^CDR 
^teK^KM83970t hIL-5Ra«^-rSS^14S^Jfi«»J2<753 (2) tlaB^COEL 

b HL-5Ralfb h^CDR^fiitn:#:KM8397«irLh ML-5RalIb hM^^J/vfrK 
M1399Hj:b^, b hIL-5RalI^^bT^l/2CO^J^i4^WbXi/^^<h^$tl 

6. #tb b IL-5R allt h^CDR^MKf*KM8397 COVM^CDT^ /^gB^iJcoafe 

^»J2C9 5 1rM3fiUfcKt b IL-5R aigk b^CDR^tttr[^KM8397 COh h 
IL-5R amiZtt-?Z>fc!fomZ$i\i b IL-5R a lib b^*7 ^trL#:KM1 399 Hit^, 
m 1/2 K{£TLfc 0 -€-^T', KM8397 CD V jg^CDT 5 7 ^SB^JCD&^f'i: £f£<ft 

( 1 )#tfc b IL-5R a fib b^! CDR ^tttr[{* KM8397 CO VH COT 5 7 Wt&Z&XD&g. 
Sa^iJ#-^-56 tC^bfcirih b IL-5R a lib b§k J CDR KM8397 CO VH COT 
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s /m&^mz^. &m&$trt—VH ><Din\i f il-sr aiit hm cdr &mta 

ftC0VHWLfc o 'II$t575 y^chLT^trik F IL-5R aliV^Xtflft: 
KM1259 CD V ^j£CD=I > tf ^-^-H^M^T^^^tC U fr^^yVK 

^m<DmAJj&£VT\z^mmA-7^^^-&m^TmMM 2 cd 5 

^ (1) lzmWXDJj&&ft ^, gl^CD^k F IL-5R a$It FMCDRMift#:CD& 
|/\'-/3 >CD VH StD-FT^. cDNA £^t?:/5XS F£f#£:o 

#^50, 51, 52, 53, 64, 55 CD^ggBMS: WT^^c DNA ^T^JSM 2 CO 
5 (1) (CaBmco^^^T^^^i'ckDgaM^eS (I^RLfcJak h IL-5R al^k 
F^CDR^Wifi^cD&^Vt-^a > l CD VH(J£TF HV. 1 i:^tB) £ 3 - FT-5 cDNA 
Sr-atry^XS F phKM1259HVl Sit. HV. 1 CDT 5 J MffiPHZteh^Tte V>X 
^43=trXk F§^* ^M^T'lSi* ^tlfck F 1L-5R a$I{c2rf £J£J*y|££{£ 
^T^gWrr, 83^J#^ 56 CDFR ^CD 95teCD^n^>, 97 feCDT 5 - >CDg-7 
5 /^£^X^#:KM1259HiMvm^iCJL^c£n£7S P-f ->>, 

^mmAy^^^-tvxm^mn 64, 66, 67 tcTKb/rse^jsrffl^, 

S2?lJ#^50, 51, 66, 67, 64, 55 <Dm.&&P\*ft-?Z>£f& DNA £ffl^TH»J 
2 CD 5 (1) {ZtZm^-fim^fto DgSM#^ 68 {-^bfctak F IL-5R a 

lit FM CDR^ffitr[f*:CD&^A*-^3 > 2 CD VH (Jt^T HV. 2 <h^|2) £p- FT 
£ cDNA ^^7X$ F phKM1259HV2 £f#fc 0 HV. 2 CDT 5 / mSEMtrfc^Tte 
^/^□-^;^#:43=k^t h^^y ^^TlS^btlfeti h IL-5R aftfC** 
T^JS^ti&^T^g^I-Zr, SB^JS-^56CDFRffCD46{iCD^;i/^^>^, 74 
{4CDXlx^-->, 95{iCD^P:>>, 97 {5CD7^~ ><D&T ^ 
KM1259HlIV^{3^^/c:$n^T^ y^T*^>T^^i>, 7;F^~>, P^~> 

^mm>A7°7'C?-£LTffipm j ^ 69, 70, 71 K^k U£:gB3*J£ffl ^, 
S2M#^-50, 51, 69, 70, 71, 55 CD^SBS^JSrWT-S a"^c DNA Srffl t^T^JS^il 
2 CD 5 (1) HsB^CD^&^fT^ ^tiZ^DBB^J#^72 H^L^Jrih F IL-5R a 
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«t hM CDR&tttrt#<Z)3fc£A*->?3 > 3 CD VH (JETF HV. 3 £SsB) 
£ cDNA H phKM1259HV3 £?#fc 0 HV. 3 COT = y ^ge^JtC&^Tte 

T^XSftiDi^h hM^y ^JftttTSgJ&^nfck h IL-5R aiWi^jJ; 
t4£{£*Tf £S#JT, BB^J#^56 CDFRf CD 40{£CDT^ ~ 46 {iCO^l^S 
>86, 67 it(D7)^-> y 12 $L<D7 7 ~> , 74 {iCDX >, 79{£CDT^ 

95{4CD^c^>> > 97&©7^>©&7S/»£T^Xffi#KM1259H£ 

M^ibT, HV. 0, HV. 1, HV. 2, HV. 3 i/t-^ 3 >7^ittf COtlTS^Cff 
5^^X^#:^*CDT^y^co^JiJnT^)=t;^^^oTl^ 0 
(2)tr[t N IL-5R a lit CDR ^Jfiiafa KM8397 CO VL COTS /^SB^JCO^ 

gB^J#^63 t^bfctfEt h IL-5R a lit bM CDR &mtn.fo KM8397 CO VL COT 
5 /&£2Eg3-th #*I&^A->?3 >CO*r[t h IL-5R allt CDR 
^COVL £f£MLfc 0 /Kt UTtttrth h IL-5R a«C#:KM1259 

co v mi^cDny^^-^-^ATtmm^ji^m^^zh, fr-D5>y&izmsi 
vtz, ^m^mA^^^vz^mmxy^'i^-^m^Tmmm i co 5 en 

lClH«©^j£&fTli. aWcOtfCt h IL-5R alt CDR ^ffiJfiffcCD&^A- 
V3 >CD VL — KT* cDNA £^tf;/^X5 H=£f#fc 0 

^ISt'tt. ^S^A^^^-7-i:LTSS^J#^ 73, 74, 75 td^L&K^JS/H 
^, S2?iJ#-^57, 58, 73, 74, 61, 75 CO^SgB^J^W-T DNA ^TH 
WJ2C0 5(l)(CSE«CO^$rff 5^i:^ctDSB^J#^-76 f^Lfctrifc h IL-5R 
a lit h^CDR^Ja#:c02Sc^A*-v3 > l CO VL (UT LV. 1 <hSIB) £n-H 
cDNA £^:/^7n$ H phKM1259LVl £f#fe 0 LV. 1 COT 5 / M^JK&^T 

it^y 2u—r)i%ifo&&TSt hi+^7^sft?,nfch h il-sr aii: 

^T-SjS^Srmt-r^a^JTr, BB^J#^63COFR4'C0 37 {iCO^;W^S>, 45 

{icou 98ficoTx-;i/T^->co^-TS /i^y 

KM1259LllV^^tcMl^c$n^T5 y^T^ST;i/^->, ^*Jl^ 5 >^ a* 
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^S3IAy7-f "7— tl>TBB5U#^-74, 75, 77, 78 (~^Lfcga^J£ffl 
t^, S23Wt57, 58, 77, 74, 78, 75 e>£SE^J£#T£^J5)c DNA £flH>TH 
T&m2<D5(\){Z&m<n-%&&ffoZt\Z£Y)&m^ 79 [C^nUfc^t: h H-5R 
aflt CDR*£tetrt#0>afc£A*— > 2 <D VL (OT LV. 2 drSIB) S3- H 
tS cDNA 5:^^7X5 H phKM1259LV2 £f#fc 0 LV. 2 075yKE^(^^T 
te^E/ :J-;i/intffrfe«fctft: hS!^;* ^#tflsT^8& ^tlfct: h IL-5R am\Z 
*f-r4SlSttS^JfrSBWT. BS^IJ#^ 63 OFR cf»0 22 ffiOXl/t^X 37 
&<D 45{4C0U^>, 77&£)-fe>J>, 98 {iCO^^-Jl/T^- >C0g- 

Tayi^y zru—i-)\,mfc kmi259l si v t*:iw£$n57i/iT* 
s^u->>, 7;u^~>, ^;i/^^>^, 7^7^>^ a>j x'-^n^n 

^liA^^'fV- <hbTSB^J#^- 74, 80, 81, 82, 83 ir^b&E^J 
Srfflt/i, i2M#^ 57, 80, 81, 74, 82, 83 <Z>ifigBB^J£^rr*£j£ DNA 
X5 (1) tCSBi£»^S^fT-5 ^ii^ck 0SB?iJ#^ 84 ir^bfctat: h IL-5R ail 
t h^CDR^tefit^coefe^A*— ^3 > 3©VL (£TF LV. 3 £^S2) £n-KT5 
cDNA S^-tpy^X^ H phKM1259LV3 LV. 3 ©7 5 / BSE^Jfcfc^Tte^E 

J Zru—r)\,mt%>&&\L YM**?m&^Wto%tlTtt. b IL-5R afl^rt 
^SJ^^Sr^^-r-SgStJl?, SB^J#^63(DFR^(D7{i<Z)-feU>, SfiW^nU 
>, 22 {i(7)Xlx^-->, 37 >, 38<SC0^;U^5>, 45{£tf>U^ 

>, 77{4C0-fe'J>, 87{4(D^n->>, Jl/T^ — >©^-T^ 

^E / 57 d - -T KM 1 259L II V ICIE, ^ fd £ tl S 7 5 J iT & -5 7 ^ ~ > , 

Sfc, ^MA7°71"7- tUTge^J#^- 80, 83, 85, 86, 87 \Z^\_,TzM3\ 
*m^\ SB^i#^"57, 80, 85, 86, 87, 83 ©^SBa^JS^f DNA 
TmMM2<D5 (l) (CSB^<7)^}*S:fT-5 DSa^J#-^ 88 H^Lfclafc h 

IL-5R ailt CDR#ffiirt#:co^/t-v3 > 4 <D VL (£TF LV. 4 £^13) £ 
□ cDNA £#tf7°^X$ F phKMl259LV4 LV. 4 07$ /KHS^JlC 
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IL-5R ai(:^t^^M5:W5iWl:, SB^i#^ 63 <DFR 7&CD-tU 
>, 8<4(DynU>, 22{i(^Xlx^-->, 37{5(D^^a>, 38 ft CD^^ 
44 tecoyn'j >, 45 teou 7Miw^x-;i^T^^:>, 77{i<D-feU 
>, 87 <40^Pi/>, M it<D7 x.=.)l>7 7-><D&7 $ ym&-?Vxfjifo 

^tbt« LV. 0, LV. L LV. 2, LV. 3, LV. 4 t/t-y 3 >#iitr [;onT& 
( 3)£-@&^A-^3 >CD V^Jg<£WT££ifc: h IL-5R alSh h^CDR^W^ 

5(i)43«trjt(2)Tt#e)nfetn:b h il-sr a«t N^cDR^*tfetfro5S-aefe^A*- 

>?3>0 V ««S3-H-TS cDNA ^^tr#ay^XS H^fflliT^Wj2CO 
5(3)(CgHm0^j4^^t,^ #lS!t^-i;3>© V t«&Wt5fiikh IL-5R 

«itihi cdr &mmi*ftmit7*-&mmisrc. mf^vft^m^^-^m 



ff£3: 



HV. 0 



HV. I 



HV. 2 



HV. 3 



pKANTEX 125 9HY0L V0 pKANTEXl 2 59HV1LV0 pKANTEXl 259HV2LVO pKANTEXl 2 59HV3LV0 

pKANTEX 1 2 5 9HV0L V 1 pKANTEX 1259HY1LV1 pKANTEXl 2 59HV2LV1 

pKANTEXl 2 59HVOLV2 pKANTEXl 259HV1LV2 pKANTEXl 259HV2LV2 

pKANTEXl 2 59HV0LV3 pKANTEXl 2 59HV1LV3 pKANTEXl 259HV2LV3 pKANTEXl 259HV3LV3 

pKANTEXl 2 59HV0LV4 pKANTEXl 2 59HV1LV4 pKANTEXl 2 59HV2LV4 pKANTEXl 25 9HV3LV4 
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±BE%^^^^ — (Do "5 , pKANTEX 1 2 5 9HV0LV0 , pKANTEXl 259HV1LVO , 
pKANTEXl 259HV2LV0 , pKANTEXl 259HV0LV1 , pKANTEXl 259HV1LV1 , 

PKANTEX1259HV2LV1 , pKANTEXl 2 59HVOLV2 , pKANTEXl 259HV1LV2 , 

pKANTEXl 2 59HV2LV2 , pKANTEXl 259HV0LV3 , pKANTEXl 2 59HV1LV3 , 
pKANTEXl 259HV2LV3 $$JzZ$ pKANTEXl 259HV3LV3 CDf+ 13 mM&^MM 2 CD 4(1) 

'<9& — &m^T$ZmM 2 CD 4(2) IZfcWHDJsmzft^.&m&W^—zSaXD V 
i^ft^^kh IL-5R aiilk hm CDR SUll^W— jfift5631^fTofc. □ 
> hn— Jl^bTITOKtat h IL-5R aik h^^^^^KM1399 ©--jfittfg 
^Srffofco ig«±t#^CDfc: h IL-5R a£l;:#T*i^J£t!t=£^JS0i| 2 CD 3 (2) 
t'IB«CDELISA& ncfcOifflJtU tgtt±M 4>CD#l{«S£^«J2CD 4 

(3) {ClS«COELISA^lC«fcO»J^b, M#CDte«fc9&«&£A*-:x3 >CD 
^SrWr^iabh IL-5R a&k CDR #<fita#tf)EH4 £k h^;* ^ta^ 
KM1399 CD^14& 100 <hUfc<h€?6Dffl^ettffiT?^49 0t^bfc. 7^*5 » EI^Tr 
li&«3fc£A— >*3 >©#Ek h IL-5R a Mb N£! CDR^te#E#teVH £ VL CDffi^ 
-ttT-^Lfco ^49 0ck D VH fCPbT^HV. 0, HV. K HV. 2> HV. 3 

tt\z^tiTmfe&m<u2>mfawmtbt>n* vl iinibxteLv. o, lv. zT-m&& 

LV. K LV. 2 Tftttf b^^^{STT-5«^ISis6b>n/t 0 ^ ZX\ LV. 0 
VH, LV. 3 t. HV. 0, LV. 3 <h HV. 3, LV. 3 <=>(C&^bfc LV. 4 
VH, CDM-&-a:CDjr[t h IL-5R a&k CDR ^fittrifr tCO^TfilMlrift:^ 

±BET?ai^feIt lOS^CDtak h IL-5R aflk hS! CDR &m&ifc(D5£m^? 9 
— , Tfcib^ pKANTEXl 2 59HV0LV0, pKANTEXl 25 9HV1LV0, pKANTEXl 2 59HV2LVO, 
pKANTEXl 259HV3LV0 , pKANTEXl 259HVOLV3 , pKANTEXl 259HV3LV3 , 
pKANTEXl 259HV0LV4, pKANTEXl 25 9HV1LV4 pKANTEXl 259HV2LV4 *5cfctX 

PKANTEXl 2 59HV3LV4 £ffl^T|£»J2CD 3 (2) iClHBiSCD^&K^ YB2/0 mm 
T©5fil*fT^, #ScDirLkh IL-5R allkh^ CDR ^ffitr[^& 2-4 w 
g/10 6 cells/24hr ©tittT^itSf S^ffi&^fc„ t# btlfe^SCDirLk h 
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IL-5R a«t CDR^*t^ft:S^-r*«c$mSfi»J2C0 3 (3) tr|H«0^fe 
Kfl^ig*, »»U &«COint h IL-5R amt hMCDR^ffiin:^:^ i~2mgm 
t#L^c 0 #!©HlMk h IL-5R a lib CDR ;f£ffi£i#:cO^ 4 /ig^ 
2C0 3(3)Cf2«CO^feJcfiE^«^*idU, ^»£f^fc 0 *<Dte^ ^ftl 
©jfifc: h IL-5R a lib hMCm&m&ftthMK&ftTWtmmmvftttlZ 

b h IL-5R a lit h^CDR^ffita^fc5}- : fS«^140^P^;Ph>T^D> 2* 
<75 H m&£ZS 2 L f&fr b fcSIE b U*€f $ CO b h ^ CDR &mffit<Df&%im 
mZtlfzo tt* #a<0«»tah h IL-5R a»CDR^*ttn:frO[>H^ L llco N 5fc 
5 yKBB^JSr^P-r-Ov' — (470A, 7^7^H /\W^~>Xt- 

* IE b ^ 7 ^ y KBB^iJ b n*:. 

±S2Tf#6nfe&SO»§aStb h IL-5R a lib hM CDR^ffiin^CD b h IL-5R 
alI^^-r^>SJ^ttS:^«J2<7) 3 (2) \Z$BM<D EL ISA & 2 iz£ Oiffl^bfcte 
J^£fg 50 |g|[~^b;to fcfc, 0*Tte£-ilefc&/\*->?3 >COjrib h IL-5R ai 
b K^CDR^flltrL^^VH i: VL ©m^-frT^Lfc. fit 50 I3t^bfc=fc 5 (3 10 
S^COffiMtrLb h IL-5R aik KM CDR &mt?ifc<D 5 % , HV. 3LV. 0 
HV. 3LV. 4 7^Jtl b h IL-5R a lib hS^^ KM1399 <h[W]^©3££ CO b h IL- 

tat h IL-5R agh KM1399 <h(W]^C03££c0b h IL-5R a miZ 

*fr&J5^14S:^Ufc^Ek h IL-5R a|gb CDR HV. 3LV. 0 *3j;tf 

HV. 3LV. 4 5 y^SB^J^ht^T^i:, HV td^Tte if b & HV. 3 !3t7 

^/BSSfi^jsr^-rs^ vusLv. o^lv. 4 iztk-tt $ sm&m-v&z. LV.Otf* 

CDR &!¥-mz\i hirC^COFR {C#*fi b&E#n?& S CO \Zft LT, LV. 4 te«i?fe&ifi& 
Kb hta^co FR CO 11 g|gC07 5/^£^/^n-±JI^{*f;J|{ij£ 

M^&iD&^ft&CDtg-lzmZtAj^^-LT^teVK ^tlbCO*^^b> 
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tab h IL-5R ailh b^^fctft: KM1399 t mm<D&£ CO h: h IL-5R aB\ZM 

TZtfim^i&l : -?Z>Z.£-t)mW-£nZ> HV. 3LV. 0 ££n;t:h H-5R aikhi 
CDR Vfza HV. 3LV. 0 KM8399 ttfi£ U KM8399 ^^-T^^K^ 

KM8399 FERM BP-5648 £bT\ ¥fiJc 8 ¥ 9 /! 3 B Ilttfi»4tl 

tab h IL-5R allt CDR KM8399 <£>MiatC$>/i o Xte, -ftUOh h 

^ cdr &mm<£(Dmm£mmiz, htttzz&ith il-5r a§j^t /^n-^ 

$i^KM1259 COCDRCO^^^Mt't hta^COFR K^filbfcfcit h IL-5R a lit h 
^CDR^Wta#:KM8397 T«^<DStt^/^D-^;Uifi^KM1259 CO^ 1/2 tC{£ 
TUTL^ofco ^^T"±lSCOd;^lwH$M, L IM<D V m^(D FR <7)^< ~Dfr(DT 
S /^Sr^E/ ^7 n-±;btn:^KMl 259 KHiii^n^ 7 5 7 U i£tt<Z>± 

vl KMb-n3y>|StcD7$ ygftJSS©3fe^"rtt, b^fg-tt^TU efc&5££ 
ScSJillP$-B:*^<i:lw«fcO«tttt±#-r**^ J ttVi&&&. bte^ VL tlRHMl" 

fctfflf (X *|iefi##r5g) £*5£;te«fcSfcVs^ Sb < JaffcGD VH £ VL cotgs 

^5 bfefigjB^^^Tt>T^T<75ja#tcajS^Tf^WJ5:b: CDR &fig 

^bT, ^e>bfciSfflg^COfS^M^3i('=tO, «t(3ja«t CDR 
^CD*iitfe^fl|5t$n4i:#Ae>n*. ^SSWS, teb&TCOjnfc h IL-5R 
flStM CDR &mffifc<Dm&<DM-C&K) . ^jTO&fc CDR ^iS*0)H 

7. t hta**: W+rX^XCDfctt: h IL-5R a«t Ht#i#(D®ig 
(1) t htrift: IgG4-»ty^ ^XOO Ci^ (C r 4) Srn— H"TS cDNA O^lK, 

M^A^ffijfa 200ml cfcDta CD19 — x>f > ^ $ tlfc^f ^ tf-X 
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(DYNABEADS M-450 Pan-B(CD19) : B**W:WM) $5<kZ$ DETACHaBEAD (H 

tJTO) &mi\ mM(Dmmmww\z$£^T 1. ixio 7 <@co Bnm&ft 

BVfzc ftMlsfz.fflm<£V QuickPrepmRNAPuri fication Kit (7 7^7y7 A 
mRNA <D±mfr?> TimeSaver cDNA Synthesis Kit C7r)l~?~>7 

znfzcmAoi^m&m^T, se^ij#^89, 90 i^u^t hmwc r 4 <D&n- 

FfS cDNA CD 5' M£ 3' #nctB|SJ<|4£&oSe^J - \t . 

U+>-— ^(Nucleic Acid Research), j_4 , 1789 (1986) ] DNA £ 7°^-f V 

-£LTgl3gM2CD 5 (1) HI2*©PCR&fTo^. PCR fCffl^fc 5' ffliji 3* ffiij 

5' S^^tl^n^M^ Apal £ BamHI 0D|gi«IH^J£^L 
T*3D, #£*lfccDNA £h MfctftfMgSi^ ^-(^i(:#ATr§5<fc 5 Kifc 
frbJfc. PCR feOlKfom^: QIAquick PCR Purification Kit jt>t±M) 
Srffl^Tffiim, lOmM U *-i£BI<pH7. 5), 10nM^T^^^A*5«trXliiMDTT 

^e>7S5igaffat3o m uzmz.. 'g.iz \o mz<DmmMm kwi (^m&itgD & 

UU^T 37<CT 1 IBflHjS^^ffc, KSii£fflc&X^y-;i,tt:JRL, 20mM HJX- 
l&m (pH8. 5) » lOOmMfrffc^U^A, lOmM EtffcT if^isV A> lmMDTT ^ 
*SWfflelO m 1 (C^PA.MtC 10 3M£GDf&JI8#3H BamHI (SSiSttM) £irJ*.T 30T: 
T 1 BtKSJCS-B-fc. ^S^SrT^O-xy^m^acfttZT^iiiL. ift 1. Okb 
CD Apal -BamHI Wft&mo. 5 w g®JRbfco 

^CH, ^7X5 H pBluescriptSK(-) (Xh7^y->ttl) CD 3 m g £ lOmM 
hUX-^ (pH7. 5) , lOinM^b^^^i/^A^cfc^ ImMDTT ^^7^^,^fg io 

w i t3jjp^_. Htc 10 mz<D$mMm Apai (^smsd sabax 37t:t i 

S&£jft&£x*/--;l4£JKU 20mM HJ (pH8. 5) , lOOmM 

^b/JU^A, 10mM^ffcx'^-> r 7A, lmMDTT 10 w 1 \ZlmPL, 

mz \om&<Dmmmm BamHi &mmttm) ^m^t 30^7? 1 ^wsjs&^-a-^c 

&Kfom&7iSn — X5 t )\s^m.frW}\ZT:ftmL, 3. Okb CO Apal -BamHI tUrJt^ 
^ 2 At glEpRbfc. 
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±m-cn^tir^?CRmmWr^r(D Apal-BamHI »r>f 0. 1 ix g £ pBluescr iptSK(-) 
(D Apal-BamHI #rJt O.Ug Sr^fi 20 ul 1 OM^tK^SP^., Ready-To-Go T4 DNA 
Ligase (77JWy7 A^tf^ttM) ^ffi^TSiSgL^ 0 Z\<D£olzVT 
ttbtlfcm^^y^XS H DNA ?g$t£ffl^T*J!§ffi HB101 

fcy7X5 F pBShC r 4 £f#fco 
(2) b h*fi#: IgG4-tty^^XCOir[li h IL-5R all h hittHW(D^m^^ ^ - 

$zMM 2 CO 7 (DTffbnrct: Fta#:C r 4£zi — FT <5cDNA£^tr:/^X 5 
HpBShCr4*5cfctX5l«J2(D3(l)-e^#t>n^:ink HL-5Ra$It h^^i/i 
f£KM1399<Z>%5t^ ^—pKANTEXl 259*5^1X31^1 2 CD6 (3) Tt# ^flfztii t h I 
L-5Ra0t h^CDR^Wta#:KM8399CD^A:^^-pKANTEX1259HV3LV0^ffl^ 
T. t htr[^IgG4-y-^^^X<7)tat: ML-5RafiSt Yfcmfc^^SM^Z *? — 

t htntffcC r 4 SrD — cDNA Sr-g-tr X°^X 5 F pBShC r 4CD4 ti g £ lOmM 

H'JX-fii (pH7. 5) , 10nM4S{fcT^>"^A*3«trX lmMDTT 7^t=>7£3 10 

KfoZ^Tzo &Rf&m&X.& S — Jl/ifclKU 20mM h'J^-IS (pH8. 5) , lOOmM 
M^'J^A. lOmM J^fbT^^^^A, lnMDTTj&>£fc*MH0E 10 u 1 t^P*., 

io m^KDummm BamHi (SiBisaM) &*pat 3o*ct? i B#w^$-e-^. 

^SJtB^&T^fD — xy;Umtiacft^T^iaix 4 £j l. Okb CD Apal-BamHI WfM"& 
m 1 /x gleliRLfco 

^tl.irit h IL-5R a lit FS^* ^iri^ KM1399 <D^M^^7 9— pKANTEX1259 
fccktfSit: F IL-5R ugk F^ CDR ^Itl/ift KM8399 CDfgSg^^- 
pKANTEXl 259HV3LV0 3 n g & lOmM F 'JX-SK (pH7. 5) , lOmM&ft;-?^* 
v">A*3J:DtlBMDTT*^Ja«»®»fSlO w 1 CUP*.. EC! 10J£&<Z)faJ|gg63§ApaI 
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U 20mM h'J7-fii ( P H8. 5) , lOOmM jfrft* U ^A, lOmM Jfrffc;-?^*^ A, 
lmMDTT^ t>t&Z>mffim 10 m 1 \ZlmX, ^\Z 10 W4©^IPg^^ BamHI (^?SM: 
U) SrSP^T 30"CT 1 f^S^-titTc, #SJ»£7# D-xy;^ii^^^ 
T#iIi U ^n^-'tl^ 12. 59kb <D Apal-BamHI ^>t^^J 2 w glsJiRLAc 

±SeTf#6»nfcy^X5 F pBShC r 4 Apal-BamHI KffM" 0. 1 wg t^ 

7,5 F PKANTEX1259 CO Apal-BamHI m¥r 0. 1 /z g, £f c , F pBShC 

r 4 &5fcCD Apal-BamHI fcfrtf- 0. 1 m g i^7X5 F pKANTEX 1 2 59HV3LV0 E&3fcCD 
Apal-BamHI »fM"0.lM g£^n^n^M20 fx 1 COiSffi/Jc^P^, Ready-To-Go T4 
DNA Ligase (7 7 J^y7 A<;t7^*±§D £ffl^T^L/io dO^fC 

^xn^nti^mm^^Ts^ f dna ?g^^ffl^T^m hbioi va*:mw&& 

Ufg 52 gHC^Lfc IgG4 -tl-^^^XCDtat F IL-5R allh Fi^^tfEft:^ 
S!^^-pKANTEX1259 r 4 *3j;tX IgG4 ^7.CD#t t F IL-5R agt F^ 

CMfemtfifeVfZm^??— PKANTEX1259HV3LV0 r 4 
(3) t Ftaffc IgG4 V-fZ^XOltfiii F IL-5R aflk h<£tfite<D^y Fax 
a-"TYB2/0^ (ATCC CRL1581) T'CDfg^ 

^SS^J2CD7(2)T#t,tlfc IgG4-tfy^^XCOjrik F IL-5R ajgk FS^^ 
^CD%IPE^^-pKANTEX1259 r 4 IgG4 ^&~7 9 ^XOirCt: F IL-5R a 

lit F^CDR^filtri^CO^ig^/7^-pKANTEX1259HV3LV0 r 4Sffl^Tt Fjr[#: 
IgG4 -9-^^ ^ ACOtat F IL-5R a Sit Ffbiri^CD YB2/0 ifcffl)&TCDfgig£3IS&#iJ 

*r<D&m* IgG4 ^XCDtrit: F IL-5R a&k F^4^ 7fi#^4it5 

^Kteftt*i:LTttKM7399(FERMBP-5649)75^#e>n, ^tlT^^T'S IgG41t7* 
^ ^XCDtab F IL-5R afgh F^^^ staffs KM7399 £tft£ Ltz* KM7399 £ 
£^T£J£!RfctttS|cKM7399 &FERM BP-5649 £ LT¥fi£ 8 ^ 9 /§ 3 B I 
HSffil^D&^X^ft^W^mtC^FIt^nfc. Wfe^KM7399 COjfLh F IL- 
5R allh FM=^^4n#:KM7399 ©££t£«#*J 3 u g/10 6 cel ls/24hr 

Sfc, IgG4 +1-^^ ^^CDfctt F IL-5R a|k F3L J CDR ^mmW^^mt ^ 
Kfe&#<hLTteKM9399 (FERMBP-5647)a*?#en. fn^iltS IgG4+hy^ 
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^XCOjnkb IL-5R a$Mk hM CDR*£tttrL#:£ KM9399 <hffr£ Ivfc. 
KM9399 CDtnk h IL-5R ait bm CDR ^-fiitrL^ KM9399 CD££ttte*5 7 W 
g/10 6 cells/24hr TSofc. KM9399 &&m^ZMW&&& KM9399 fc* FERM BP- 
5647 <hLTTO8^9£ 3 H IIS«»4fc»«l:Ift^ 

(4) k biKmgG4-y-7t7 ?X<D&it HL-5Ra$fk MW/CteCDig^trt^ <d CD 

^«J2© 7 (3) Ttfbnfc IgG4+l-y^^XCOtrLt: h IL-5R allk h 
7*a#:^t*KM7399 *5«fcytIgG4-9-^'^^XOfiit h IL-5R ait h^CDR^tt 
Ja#££tfcKM9399 Sr^Jfi^!l2(D3(3)CBH«cCO^ffitC^V^f|. «»U KM7399, 
KM9399 £^n^nmmg,5i)g^f#Lfc.ffil4bfc IgG4+>-y^ ^XOiat h IL-5R 
a£k Mfctri#KM7399» KM9399 COg-fctJ 4 u g SISS^J 2 CO 3 (3) (^g2igcD^fe 
t'^^MjU ^SSSB^fe. ^O^m^^ 53 BUC^-To IS 53 ISKCtk 
LfcJ;-5{3, M^#T^te^fE^HmcD#T«te*<J 50 + oyj^>, M^L 
SBOfl-TSteftJ 25 *n*MH->T*9, lELt^TScDH^&^LIgCD^ 
*«tg§nfc. ^jItc^^T T t h IL-5R o«t MbtrE&CD^ 

X<Dffi\i b IL-5R a$Ik Mblaf* KM7399 KM9399 CD H gg, L ilco N 

5 yKE^J&yp^-f ^r>+l-- (470A, T7^F /HtvXfAX 

(5) k Ntrtfls: IgG4 ^XCDfctk h IL-5R aSlk MLia^COk h IL-5R a 
miZtt-tZ>fc!fc& (EL ISA 2) 

k hta#: IgGl -tf-^ 5-XCDjnk h IL-5R aih h^^^ ^ta#: KM1399. k h 
trite IgGl -9-7^7 ^XCOtak h IL-5R a Ilk bM CDR Mtrtft: KM8399, IgG4+r-y 
? ^XCOtrik h IL-5R aik 7ta^ KM7399 IgG4 Z ^XCD 

iak h IL-5R a Ilk CDR ^tetafr KM9399 CO k h IL-5R a^KfcfTSSjfctt 
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&m&M2<D2 (2) tdfEifc© ELISAfe 2 {^ct K)M^Lfc 0 ^0>J|g*£8l 54 Hll 
^-To mb4m\Z7n[sfr£olZ, b btfifa IgG4 Ity^^XWtat: h IL-5R a$Ih 
Mfctatttefc: h#L#: IgGl W7X»5ih h IL-5R allh hi\:tfifo£mm<D& 
£CQfc b IL-5R alltC^-r^^jt^^^LT^^Cii^^n/zo 

3 . 

1 . tahIL-5R a&i#.<Dftm&<D&L®. 
inhIL-5R at/^D-tW^J;^ hIL-5R a h MfcifL#©!ftStt£$fe 

CTLL-2 fflflg (ATCC TIB 214) t:th IL-5R igfc^£#A L/cM2 [£Tr\ 
CTLL-2(h5R)*Hiia£*rr] • ^-y - x*x^U*>^;v • ;*^r> v 

>(J. Exp. Med.), 177, 1523(1993)] , IT CTLL-2 Siffljfe 5 X 10 5 

ffi£&iSSfflJ&^fe/MSrJ& (195BSA > 0. 025SEDTA , 0. 05SK 7 zyiti~ b 1 J OA 
"atfPBS ) lC!B»LT^Li£96 ^x;i/yu-h^ 100 M 1 /tf:nJl/T?#&L£:. 
4"C, 350Xg XM #Pal^i>#88^ _hffi£l$j£, 10//g/nl hIL-5R aJn^S: 
^tT^aE«Bia&5fefeffli|g«fflc50 u 1 ^iP^.T4 tT30^F B TO$#t„ Stfyjg, 

ft&mm%t&mmmm& 200 ^ 1 /^^i/ran*^ 350 x g t 1 

»V77-T 30 ^f&^Lfc FITC gSl^f^Ay^oyj 

^iz?\Tcmmmt h^Ay ^pyj >^ a^n^a^iiM) £^rtr& 

&8MS5fefeffl|g«i0E 50 ai 1 £2jn*.T4 1CT?30^|B1S^$^. J£Jfof£, _tIH 

*£J££^ 55 ISlfC^To ^E/^n— :J-;i/#iftcKM1257, KM1259 KM1486, 
fc^tflCt: MtK#KM1399, KM7399. KM8399 *5«fc^KM9399 «h fctC CTLL-2 *fflfl& 
t'ttS^-Br-T CTLL-2 (h5R) ilffljJ&KftgWKlSJSLfco dCDjgjft, ^y^n-f 
;l/tfLfls: KM1257, KM1259 *5«ktK KM1486, & h bittKW KM1399, KM7399, 

KM8399 *5ckr^ KM9399 tehIL-5R a i&iftgftJKl^frrs d o fe„ 
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2. trt IL-5R atfimz&Z> IL-5 C9^«5ffitt©ia*M 

CTLL-2(h5R) HffiUh h IL-5 LTif m^S^t" [ZS J r — i-)V'*7' • 

X^X^'J * >^J1/ • ;*x>f ->>(J. Exp. Med.), 177, 1523 (1993) ] 

#b>n;ttrL IL-5R ainfoff) CTLL-2(h5R) UttlC^t^ k h IL-5 fe^ftijiffljfe 

*gmfc#-rs#«£#mL&. fffl^iimtt, -fe;^^^ >^*^ h (Pit 

CTLL-2(h5R)*tt 1X10 4 {H£ 50 w 1 CQiE^fflHCJB» l/T 96 ^a^HgH/B:/ 
hiC^U/!:o^n('IE^itt-e^Lrc40 a g/ml #5Sirt IL-5R afivffcig 
JBt 25 m Z<E>iznmmi<D3<D%feT!m$Ll>1t 0. 4ng/ml th IL-5 

£"3 tfIF&mi& 25 /z l/r> x^Sil^ C0 2 <>^^-^-^ 37TCT 44 
B#r B 1ig*Ufco 2bl:, -fc;^^^ >P3ry hm&& 10 /z l/^xJUTin 
*.Trt»S CO, 5%m«ET, 3 7 < CT4B#ra^«Ufe. ig*i&7^ 450nm ©Kft 
SS^^d^iJ^P- h U— ^*-Emax (tU^i^-T/H^ttfi) KIT 
iR'J^Ufco g-*a#CD CTLL-2(h5R)ttiaaiiJitjflIftiJfi514&^lc:cfc DI*ffiLfc. 

A — C 

±ifi&MJ^ (%) = ioo x ioo 

B - C 

A: blikifchttWfCOODiii 

b: fcmm)mm<DODm 

C: t ML-5«MNf<7)C>Dl|f/ 

te*Sm5 6 0JC^T^ ^P-±;HK#KM1259 *5«fctf KM1486, tebtf 
l:t MfcKtt KM1399. KM7399, KM8399 KM9399 U^ftlfc CTLL-2(h5R) 

3. hh«OM«fe 

I^AMJ: O^IiBWi^&ilL, 3 Bffik h IL-5 <Dft&TT*mm 
Vtfmtt&mmVfzmz, 7 0-^ h^-^-£ffl^Ttn;hIL-5R a^&y^n 
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15ml ®m<D#Vzfn]dU>9m>bmztfV*:)l,7zfl'yZf (polymorphprep , 
-n^y HtK) £4ml ~f~D 8 b^n^niC'NA 0 <J >iM£ LfclEfi? 

Ajfil6 ml SrMJBLfc ^n?: 500 Xg , ^i&T? 30 ^fyjjS^WI LT^Rg 
HiKbfe. ^Mm&skU^ 1. 25xi0 7 f@/10ml 5 HIF&it 

ifcKJ&SU fcfflJfeig^ffl^V ^->o.4feJ3 10ml foMl, **l»S^2ng/mI 
<hJ5:*«fc-5(Ct N IL-5 SjtaA, C0 2 37^3 0^1, 

fc. ig#&T&«BIISSr38^#« (1, 200rpm, 5 U ^MM^fefflM^ 
T5 X10 6 f@/ml tC&Scfc 5 U 5 xio 5 96 ^>^)Vf\y 

-HlMUc. 4"C, 350 XgTl^Piia^i^^t, 

(#*tf[#& : ^R^M 1 985 ^) T'tt^ymmi-fz^/ 2u—^)\,ttfc 
KM1259 $»^^tt^i:LTt*^>^L./iKt: F«3DZ-ii|^ 
/^n-^;Vtn;teKM341 [T y ,j ^ =, }]/ . 7 > ^ . n^^u-JtDV • 

h U — (Agr. Biol. Chem. ), 53, 1095 (1989) ] £ 10 u g/ml 0D»an? 10% 
IE^-7^^JlilfflS:^tr^gEI»BflaifiifeffllK«^50 M 1 £in*.T 4 30 
j££-tfTc 0 SJtS^, &3£<fflJ!&&fi/M«i££ 200 w 1 /^mJI/HJjn*. 4 TC, 350 
XgTrl ^r H 13s^j||^±mS:^#ijffl^CD^$ff ofc 0 6 

liX h 1/^ h7ti^> (^^h>-f>7 + >V>?iM) £ 50 w l/^mJU Jtm 
AT 4 rT30#RSJSJfc£-frfc. Rjfc^. ±SB<h|T^©ift8Mgf££ 3 tHlffofc 
m^n— th<h^-^- (3-;l^-*±8D tCTitff^ftfcSL 90ffi«aHT^ 

U > h V )l h • 3? A If ^fefe (^fefeCOt^T : E#lgttJJK8c3;£?ft 1 988 

Sf§5 7HI(Cf#bnfcfcX h^A^T, Kkh IL-5R a B=E / >7 u~y-}\, 
ia#KM1259 IZW Zfrtefcfofti&^kLfzo Mffi Lfe*BIJi&CO 75% 
<ta*»>8&£ftT^£> tat h IL-5R alg^fc 7 ^ □ — KM1 259 lit 
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4. £tl IL-5R am.fa&m^fc\i h»l^04#«J 

ZEaAifa^ck V£M&£lJkt$Mft%:MmV, h h IL-5 ©#4TT©ff^t 
mztiT&tii IL-5R a^&Of£ffl£t£Mb/io 

15ml ^»(D4vU -fu^UyWm^^i) ^)V77V> V? (polymorphprep, 
— n^-y FftM) £4ml 15 *ti#&b^ti J 6nfl'\/\ 0 <J >M31£ b/iIE^ 
AlftUml SrMBLfc. 500Xg, 30 ^BUis'Oftli l^T^M^Bskft 

$ mm.<n^-^-)imm (Percoih 7 7^y7at) \zi?gm<DffiMisfz 

i.5M ^7K^*nA/^-=3-;i/X h y ^WifiiL 8 ^M^/^-n-ji/X 
h zmmiz 2 ^fio^ii^^a7K^iP^. 80*/\°-=i-;i^$t£faSiU 6 ^fico 
/\°-Z]-;i/X h >y ?t%mZ4&m<D£M'k1&7k&1}niL&0%/^-n-)imm%:MW: 
Ufeo ifit^W^KgWt, 15ml ^acD^U7 9 at:W>M^ i i : 2* 
(3 5ml CD 60K!/1— =2-JU?gi££#&b, ^^l'5 l c^#e>nfe RPMI1640 igi^lr^ 
^bfc^Sii^^Iil, 500xg, 30^K3»'il^«ibTj5tjSU^:^ 

/1-:n-;W§$!£ 2*CD 15ml ^*CD# U hf >»jSiM£t3#?£U d^tC 
5fe^#6nfcRPMI1640 i&#ilC®»L&#^«&lfiLJ*£mjlU 500 Xg, 

SO. lng/ml cot N IL-5 £»U $Si:ft»lS 1 n g/ml CD&Hiri IL-5R a 

Ife&JlZ lml t&5«t5Ci!lL&. CO 2 -< >^o.^— ^ — 37t:-Tr 3 B 
U ^*^7ma-^x;b^^^acDifflM®^^[HliRL, js^II (3, OOOrpnu 
1 bT«flll&£:tIIiKLj£. ?#<=>tlfc3«£: 100 w 1 CD PBS dJBiSU -^CD5^ 
CO 50 h 1 SfflliTiiWMgi : 1M hXtf> 3 [Cytospin3, ->^> F> 
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\ZT%i&&, #1l*tCMLT 200 M<Difflj]££MlU 0mm<D^^tz o 
tCt Mt#t#KM1399, KM7399, KM8399 £JC KM9399 te^tlfe IL-5 t^cfc 3£? 

z<D<ko fcm&i>mib tifcfr -d fz. o 
5. tfChIL-5R a&ift&mWz shIL-5R 
96^oq;K7)EIA t-, trCkML-5R a^/£7 

P-^;i«fcKM1257 £ 10 # g/ml COM (I PBS T=i&*RU 50 u 
Ml, 4 tT-»SlTtt$t/io 8fc#f£. l*Mlffi:7;i/:/^>(BSA) & 

^-frPBS s ioo ti 1/ ^x^ira*., ^i&i b#ks^$-&t^ot^«5«'|4S* 

^Pu/^Ufeo 1%BSA-PBS SUT, 1000-0. lng/ml CD»SEt3 1XBSA-PBS 
Lfc^SSfliJl© K9)-ef#t>nfcfflM shIL-5R a£ 4 *C T— 86 fc B 
tween-PBS TBfc#&, ^CD^fe : ^RS&bBTiJ 1985 Ttf^ 

^>SSIL£:#Lk ML-5R a^y ^D— ^;Mn#:KM1259 £ 1 g/ml CDjjg^tc 
1%BSA-PBS T?mT50u \/7 x^f ^JoATf ICT 2 ^f«Stfc. 
tween-PBS T8fci$&, 4000 (3 15KBSA-PBS Tr^rfRb^T t: v?>«UK^;l/^=^> 
^— ti (— ^l/<ttM) 50 m l/^xJUSrflnAT^iaiwT 1 NFKSJ5&$13:feo 
tween-PBS ABTS SKfflc [2.2-7y/k*X (3-If M>'/f 

-6- XJM>>fi£) T> ; £-r>A] ^ffl^TM^t 0D415nm C9PJ^S£zPJJ5£1 
(NJ2001; 0*<>^-yyHafi) c 

ei^5 9 0i:^t. -cDfcgjfL fiikh IL-5R a^E7 ^D-^Haffc 
KM1 257 *5«fc^tr^>filH^:t h IL-5R a 7 ^ P-^h;^#: KM1259 
<5££KJ;D shlL-5R aSI^tSlt^S^M^^tftofc, 
6. ^xX^>yn 7 r^ >^*StCct^>shIL-5RaCD^tb 

*&&0»J1CD1 (9) T^feshIL-5RaS:2-^Jl/*^hx^y-^^^tpSDS- 
PAGEffl+f->7 p ;W\*u/7 7-*S^tt2-^;^y hX^y-jb£^£&^SDS-PA 
GEffl -9- > ^JV A* >y 7 T - * \ZT1mm&& £ -tfr/io f£^?£ & rfffigCOSDS-PAGEffl ^ 
7vx>hy;p (T I SifiD CTl^iU^i, PVDFM ($'J^7fii) 
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T7uy3r>?f&'m\ -7ny*>t/mTm. 05%Tween^^-^PBS^TJ;<gfe# 
Vfzo ^PVDF|g|£3l«J 1 <Z>5T-f#e>*lfc/WyU \* — '*e>t&&±tti fC^i&T 
2B#|B]§U 0. 05XTween£^tfPBSi;:T«£<iSfc#bfc. £ ^K^M^i^— -fc? 
^tfi^X^A/ ^P^'J >Jf[#: (^MUM) ^lXBSA-PBST1000fgf&JK 
bfc^t^^PVDFMSr^T 1 ffiSU 0. 05XTween*^tfPBS(CT«fc < tJfe^b 
7c 0 E£ ^ 7c ECLb£|£ (77->tA&») fc&PVFDJB&KriHtl # 

WSJiS^li-^:. ^X5F>.y ^ :7^AfCMPVDFIg££&A,-T?X 

^I^6 0iC^to KM1257«Rj&tt&?KLfc#, KM1259. KM1 486«JS!Jf& 
7. shIL-5Ra(D^5gttI^ 

KOftM) &PBS*T?5Ofg^JRL£: , fe0>£2OOM 4 < CKT-Pfe 
|SttbTKf$tfc 0 PBST?ife#&, 1%BSA£^£?PBS£300m l/^i^foM 

btlT-tftt: ML-5RorEy ^7D— ±;i/Jiiflct?*SKM1257. KM1 259&£ !,iteKM1486 
CDJg*±ffi$:200w l-ToJP^., 4tCT- flfo&S bT^£©*£i±/i: 0 7°U 
— h^mm^ 1 <D 1 Tf#£:M;fcshIL-5Ra &10Atg/nl(Djft J SlClXBSA-C 

#3RbfcfeCOSr50tf l-T-O^b, 4'CTf— BftS^S-ti-fe. 7° I/- h £0. 05%Twe 
en£^tTPBSKT&#^ 5 fg»ScD2-j?t 7° hX^ / -;l/£^f;te^SDS-PA 
GEm-V->7')]s/*y7T— [0. 31M h U X (pH6. 8h 10XSDS, 5035^0 -t ;U] & 

^>^«2-^;i/^y hx^ y-;i/^^tjSDS-PAGEffl-9->y;i//\'^ 77- [0. 3im h 
Ux(pH6. 8)> io*;sDS, 50%^'j-feD— 25* 2-^;i/^7 7°hx^y-;n £50 

mtz>L^ffi^m.^v2mmt!cm^rzo 2oo^icdpbs 

X>hy;i/ (7h-ttl) trT25wl^^^^^SIL7^ 0 ^&IM$7&, PV 
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DFM (5'J^7tl) KHfe^SrfTofc. MPVDFM£glM 3 <D 6 IZtk 
TKM1257^ffl^T^^X^>yn^^^ >^*fr^, sh IL-5R a 
^££^6 lKlC^T. KM1257, KM1259. KM1486<i: f~shIL-5R a £&^£fcP? 

T £ z: t ifi W £ £ -3 . 

fc Mfcia#KM1399, KM8399, KM739943J;rXKM9399;fWf tl*. #fgBjo#[#: 

«^s«Haa5fefe{3*ttst H»Ks*o#6S^w«im, iL-sc^^^isstz 
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m n 
m^m^ : 1 

&m<D&-£ : 32 

mmm : mm 

szmcDmm qmd&m mdna 
sa^ij : 

CAAAGCTTAC CATGATCATC GTGGCGCATG TA 

ffipmn : 2 

B5?UC0fi$ : 32 

mm<DM : mm 
m<DW: : 

h^ny- : 

8^iJO«£g : m<Dm& fi5cD N A 
BE?U : 

CAGGATCCCT ACTTACCCAC ATAAATAGGT TG 

I£?iJ#^ : 3 
IB#l©g£ : 27 

bb?ij©m : mm 

BB^ijoa^ : mcomm mdna 

SB^iJ : 

CAGATATCTC ACTTCTCCCA CCTGTCA 
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S2^iJ#^ : 4 
M&HD&Z : 88 

mwm : mm 

temomm : m<Dmm. mdna 
mm : 

AGCTTCCACC ATGGAGTTTG GGCTCAGCTG 
TCAGTGTGAC TTACTTCCTG ATGAAAAG 

ge^JH^t : 5 
S2?iJ<Dg£ : 84 
SE^JCO^ : TO 
: —2MB 

SB^joa^s : m<Dmm -&^dna 

SB^tJ: 

CTTTTCATCA GGAAGTAAGT cacactgaac 
GCTGAGCCCA AACTCCATGG TGGA 

S2^IJ#^ : 6 
BB^JC0S$ : 51 

mmom : 

KtPov— : Silt*: 
AGCTTCCACC ATGGCTACAG GCTCCCGGAC 



GCTTTTTCTT GTCCTTGTTT TCAAAGGTGT 60 

88 



ACCTTTGAAA ACAAGGACAA GAAAAAGCCA 60 

84 



GTCCCTGCTC CTGGCTTTTG G 51 
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S2^J#^t : 7 
SB?iJc£>^£ : 58 

sb^ijco^ : mm 
m<D%- : 

mmomm •. m<Dwm ^j&dna 
urn-. 

CCTGCTCTGC CTGCCCTGGC TTCAAGAGGG CAGTGCCGAC TTACTTCCTG ATGAAAAG 58 



mmmn ■. 8 

Se^jOg$ : 64 

mm<om : mm 

mmmm m<Dmm -b-j&dna 

CTTTTCATCA GGAAGTAAGT CGGCACTGCC 
AAAA 



CTCTTGAAGC CAGGGCAGGC AGAGCAGGCC 60 

64 



%£&mn : 9 

g2^J©fi£ : 41 

&m<Dm : mm 

ae^jcoa^ : moimm -&^dna 

GCCAGGAGCA GGGACGTCCG GGAGCCTGTA GCCATGGTGG A 41 
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BB^iJS^ : 10 
SE^J : 39 

&m<Dm : mm 

mmmm : m&mm -^^dna 

GGCAGCGGCG GTTCCGGTGA GCCCAAATCT TGTGACAAA 

mmmn : 1 1 

E^iJCOg$ : 34 

tizpwm : mm 

h#n>?- : ami* 

&m<Dmm m<Dmm ^-j&dna 
mm-. 

CAGGATCCCC CGTCGCACTC ATTTACCCGG AGAC 

S2^iJ#^- : 12 
SB^J : 34 

&p\<Dm : mm 

um<Dmm •. m<Dmm -&^dna 

CAAAGCTTCC ACCATGGAGT TTGGGCTCAG CTGG 
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SB3Wf : 13 
BS?iJ<£>&£ : 39 

m&\<DM : mm 

&&HDmm : m<Dmm ^dna 

ACCGGAACCG CCGCTGCCCT TACCCACATA AATAGGTTG 



SE?'J#^ : 14 
S2^JCDfi£ : 34 
S2^JCD§k J : 

if coifc : — 

h#p>?- : mm 
mmomm : mnwm ^j&dna 

SB^'J: 

CAAAGCTTCC ACCATGGCTA CAGGCTCCCG GACG 



34 



SB?iJ#^ : 15 
B2?IJCD^$ : 76 

aeaajoM : 

E^ijoa^i : m<Dmm ^j&dna 

S2?iJ: 

CGATAAGCTA TGAAAACTAC AGCCTTGGAG GAAGCTTAAA TGAGCTCGAT ATCAAGGCCT 60 
ACCCGGGCGC CATGCA 7fi 
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ga?'J#-^ : 16 
S2?iJ<£>fi£ : 32 

mm<om mm 

h mm 
&m<Dmm : m^mm £-$cdna 

CACTCAGTGT TAACTGAGGA GCAGGTGAAT TC 

B2^J#^ : 17 
Sa^iJOfi^ : 40 

sb^ij^m : mm 

es^joa^ : mvmm ^j&dna 

AGCTGAATTC ACCTGCTCCT CAGTTAACAC TGAGTGGTAC 

ea^j#^ : 18 

Ba^iJCDg^ : 21 
&P\<DM : 

m<n$L : 

h#ay- : MM* 
BB^JwaH : ftfKDM? ^f&DNA 
B3?iJ: 

AATTCGTACG GTGGCTGCAC C 
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ge?'J#^ : 19 

&m<Dm-£ : 17 
rnmom ■. mm 
mom. : -*m 

mn<Dmm m<Dmm ^j&dna 

GGTGCAGCCA CCGTACG I7 

SB?iJ#^ : 20 
Se?'JC0S$ : 26 

&m<Dm : mm 

sa^ijoDa^ : m<nmm ^ekdna 

CTCGCGACTA GTGGGCCCGC GGCCGC 26 

sa?ij#^ : 21 

SB^'JcOg^ : 34 

&m<dm : mm 

k^jossi : momm ^dna 

AGCTGCGGCC GCGGGCCCAC TAGTCGCGAG GTAC 34 
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ffitm^ : 22 
gB^Jc7)^$ : 421 

mmom : mm 
m<D& : 

&&\(DmM : cDNA 

#m^^T8B-^ : sig peptide 
#ffi&S : 1. . 57 
ftWL&VkfeLttm : S 
%fWL*m-?tZn : domain 
#£E{4ffi : 148. . 162 

*HK£ft5£Lfc#i£ : S 
fficofa $8 : CDR1 
#^£«-gB^ : domain 

: 205. . 255 
&Wl&tt£l,rzJjm : S 
W&om& : CDR2 
#m^^TIB^ : domain 
#&&K : 352. . 387 
ftm&Vifelsttm : S 
flUOtif $S : CDR3 

ATG AAC TTC GGG CTC AGC TTG ATT TTC 
Met Asn Phe Gly Leu Ser Lea He Phe 
-15 



CTT GCC CTC ATT TTA AAA GGT 48 
Leu Ala Leu He Leu Lys Gly 
-10 -5 
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GTC CAA TGT GAG GTG CAG TTG GTG GAG TCT GGG GGA GAC TTA GTG AAG 96 

Val Gin Cys Glu Val Gin Leu Val Glu Ser Gly Gly Asp Leu Val Lys 

-11 5 10 

CCT GGA GGG TCC CTG AAA CTC TCC TGT GCA GCC TCT GGA TTC ACT TTC 144 

Pro Gly Gly Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

15 20 25 

AGT GAC TAT GGC ATG GCT TGG ATT CGC CAA ATT TCA GAC AAG AGG CCG 192 

Ser Asp Tyr Gly Met Ala Trp He Arg Gin He Ser Asp Lys Arg Pro 

30 35 40 45 

GAG TGG GTC GCA GCC ATT AGC AGT GGT GGT AGT TAC ATC CAC TTT CCA 240 

Glu Trp Val Ala Ala He Ser Ser Gly Gly Ser Tyr He His Phe Pro 

50 55 60 

GAC AGT TTG AAG GGG CGA TTC ACC GTC TCC AGA GAC AAT GCC AAG AAC 288 

Asp Ser Leu Lys Gly Arg Phe Thr Val Ser Arg Asp Asn Ala Lys Asn 

65 70 75 

ACC CTG TAC CTG GAA ATG AGC GGT CTG AAG TCT GAG GAC ACA GCT ATG 336 

Thr Leu Tyr Leu Glu Met Ser Gly Leu Lys Ser Glu Asp Thr Ala Met 

80 85 90 

TAT TAC TGT GCA AGA CGG GGC TTC TAT GGT AAC TAC CGG GCT ATG GAC 384 

Tyr Tyr Cys Ala Arg Arg Gly Phe Tyr Gly Asn Tyr Arg Ala Met Asp 

95 100 105 

TAC TGG GGT CAA GGA ACC TCA GTC ACC GTC TCC TCA G 421 

Tyr Trp Gly Gin Gly Thr Ser Val Thr Val Ser Ser 

HO 115 120 121 

SBM#^ : 23 
S2M<DS$ : 394 

mwm : mm 



117 



WO 97/10354 

m<D& : -^m 

ffi&KDmU : cDNA 

&m<D&m : 

#mSrS-r@B^ : sig peptide 
#ffiteS : 1. . 60 
*KMS£&j£L&:5& : S 
^m^^TSB-^ : domain 
W&faW : 130. . 174 
*#$fc£&£LAc^& : S 
ffeEHf $g : CDR1 
^m&^-rBH^- : domain 
^SSl : 220. . 240 
#t$^Lfc^a : S 
M<Dm m : CDR2 
f^S^Taa^ : domain 
: 337. . 363 

Ha^ft^bfeM : s 
ffi(Dlf $g : CDR3 

ATG GAG AAA GAC ACA CTC CTG CTA TGG 
Met Glu Lys Asp Thr Leu Leu Leu Trp 
-20 -15 
GGT TCC AGA AGT GAC ATT GTG CTG ACC 
Gly Ser Arg Ser Asp He Val Leu Thr 
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GTC CTG CTT CTC TGG GTT CCA 48 

Val Leu Leu Leu Trp Val Pro 

-10 -5 

CAA TCT CCA GCT TCT TTG GCT 96 

Gin Ser Pro Ala Ser Leu Ala 
10 
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GTG TCT 
Val Ser 

GTT GAT 
Val Asp 
30 

GGA CAG 
Gly Gin 

45 
GGC GTC 
Gly Val 



CTA GGG 
Leu Gly 
15 

CAT AAT 
His Asn 

TCA CCC 
Ser Pro 

CCT GCC 
Pro Ala 



CTC AAC ATC CAT 
Leu Asn lie His 
80 

CAG CAA AGT AAG 
Gin Gin Ser Lys 
95 

GAA ATC AAA C 
Glu lie Lys 
110 111 



CAG AGG GCC 
Gin Arg Ala 

GGC GTC AAT 
Gly Val Asn 
35 

AAG CTC CTC 
Lys Leu Leu 
50 

AGG TTT AGT 
Arg Phe Ser 
65 

CCT ATG GAG 
Pro Met Glu 

GAT GTT CCG 
Asp Val Pro 



ACC ATC 
Thr He 

20 
TTT ATG 
Phe Met 

ATC TAT 
I le Tyr 

GGC AGT 
Gly Ser 

GAG GAT 
Glu Asp 
85 

TGG ACG 
Trp Thr 
100 



TCC TGC 
Ser Cys 

AAC TGG 
Asn Trp 

GCT GCA 
Ala Ala 
55 

GGG TCT 
Gly Ser 

70 
GAT GCT 
Asp Ala 

TTC GGT 
Phe Gly 



AGA GCC AAC 
Arg Ala Asn 
25 

TTC CAA CAG 
Phe Gin Gin 
40 

TCC AAC CAA 
Ser Asn Gin 

GGG ACA GAC 
Gly Thr Asp 

GCA ATG TAT 
Ala Met Tyr 
90 

GGA GGC ACC 
Gly Gly Thr 
105 



GAA AGT 
Glu Ser 

AAA CCA 
Lys Pro 

GGA TCC 
Gly Ser 
60 

TTC AGT 
Phe Ser 

75 
TTC TGT 
Phe Cys 

AGG TTG 
Arg Leu 



144 



192 



240 



288 



336 



384 



394 



ffitmn : 24 
M&KDmZ : 421 

ffi&XDM : mm 
mmoymm ■. cdna 
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t&fflL&^tmm : sig peptide 

: 1. . 57 
^fSS^Lfe^fe: S 
!HHt£3|-rfE^ : domain 

: 148. . 162 
Lfc^Si : S 
f&<£>t*$B : CDR1 
Wm&m:-t$m : domain 
^ft-fig : 205. . 255 
tf^ftSUfc^ : S 
fdlCD-tf $B : CDR2 
gfm&m-rfd^ : domain 
WtEtiLW : 352. . 387 
i®^£b/:^ : S 
ffiOfi : CDR3 

ATG GAA TGG AGT TGG ATA TTT CTC TTT CTC CTG TCA GGA ACT GCA GGT 48 
Met Glu Trp Ser Trp He Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 

-15 -10 -5 

GTC CAC TCT GAG GTC CAG CTG CAA CAG TCT GGA CCT GAG CTG GTA AAG 96 
Val His Ser Glu Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys 

-11 5 io 

CCT GGG GCT TCA GTG AAG ATG TCC TGC AAG GCT TCT GGA TAC ACA TTC 144 
Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe 
15 20 25 
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ACT AGT TAT GTT ATT CAC TGG GTG AAA CAG AGG CCT GGT CAG GGC CTT 192 
Thr Ser Tyr Val He His Trp Val Lys Gin Arg Pro Gly Gin Gly Leu 
30 35 40 45 

GCG TGG ATT GGA TAT ATT AAT CCT TAC AAT GAT GGG ACT AAG TAC AAT 240 
Ala Trp He Gly Tyr He Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 60 

GAG AGG TTC AAA GGC AAG GCC ACA CTG ACT TCA GAC AGA TCC TCC AGC 288 
Glu Arg Phe Lys Gly Lys Ala Thr Leu Thr Ser Asp Arg Ser Ser Ser 

65 70 75 

ACA GTC TAC ATG GAG CTC AGT AGC CTG ACC TCT GAG GAC TCT GCG GTC 336 
Thr Val Tyr Met Glu Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val 

80 85 90 

TAT CTC TGT GGG AGA GAA GGA ATT AGG TAC TAT GGT CTA CTG GGA GAC 384 
Tyr Leu Cys Gly Arg Glu Gly He Arg Tyr Tyr Gly Leu Leu Gly Asp 

95 100 105 

TAC TGG GGC CAA GGC ACC ACT CTC ACA GTC TCC TCA G 421 
Tyr Trp Gly Gin Gly Thr Thr Leu Thr Val Ser Ser 
110 115 120 121 



M?mn : 25 
SB^'JC0g$ : 382 

m&Kom. : mm 
btfui?- : mm 

UWKDWm. : cDNA 

%$Wi. : $:%.~$~tim : sig peptide 
fttEitiW : 1.. 60 
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: S 

ftmzmtm 1 ^ : domain 

: 130. . 162 
&WL&&l£\sttm : S 
ftticDlf^ : CDR1 

ft«£^TIB# : domain 

: 208. . 228 
&WL&&j£[stt& : S 
teCDlf $g : CDR2 
^W.^^'ttm : domain 
#£E&fi : 325. . 351 
ftm&VkfeLttfe : S 
ftfJ^M : CDR3 

mm-. 

ATG ATG TCC TCT GCT CAG TTC CTT GGT CTC CTG TTG CTC TGT TTT CAA 48 

Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

"20 -15 -io - 5 

GAT ATC AGA TGT GAT ATC CAG ATG ACA CAG GCT ACA TCC TCC CTG TCT 96 

Asp He Arg Cys Asp He Gin Met Thr Gin Ala Thr Ser Ser Leu Ser 

-11 5 io 

GCC TCT CTG GGA GAC AGA GTC ACC ATC GGT TGC GGG ACA AGT GAG GAC 144 

Ala Ser Leu Gly Asp Arg Val Thr lie Gly Cys Gly Thr Ser Glu Asp 

15 20 25 

ATT ATC AAT TAT TTA AAC TGG TAT CGG AAG AAA CCA GAT GGA ACT GTT 192 

He He Asn Tyr Leu Asn Trp Tyr Arg Lys Lys Pro Asp Gly Thr Val 

30 35 40 
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GAA CTC CTG ATC TAC CAC ACA TCA AGA TTA CAG TCA GGA GTC CCA TCA 240 

Glu Leu Leu He Tyr His Thr Ser Arg Leu Gin Ser Gly Val Pro Ser 

45 50 55 60 

AGG TTC AGT GGC AGC GGG TCT GGA ACA GAT TAT TCT CTC ACC ATT AGT 288 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Tyr Ser Leu Thr He Ser 

65 70 75 

GAC CTG GAG CAA GAA GAT ATT GCC ACT TAC TTT TGC CAA CAG GGT TAT 336 

Asp Leu Glu Gin Glu Asp He Ala Thr Tyr Phe Cys Gin Gin Gly Tyr 

80 85 90 

ACG CTT CCG TAC ACG GTC GGA GGG GGG ACC AAG TTG GAA ATA AAA C 382 

Thr Leu Pro Tyr Thr Val Gly Gly Gly Thr Lys Leu Glu He Lys 
95 100 105 107 

B2?iJ#-5§ : 26 
ga?iJ<£>fi:£ : 412 

mmorn : mm 

&m<om.m ■. cdna 
mmoy&Wi : 

^Ht^STlB^- : sig peptide 
: 1. . 57 

wm&Vkfeisttm : s 

^mSr^-TIH^ : domain 
fyffiteffi : 148. . 162 
&WL&&:felstt& : S 

mcomm cdri 

ftrmzm-tt^ : domain 
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: 205. . 255 
Lfc#*£ : S 
teOlf m : CDR2 
Wm&m-ffm : domain 
#ffi{ifi : 352. . 378 
^aSft^bfc^fe : S 
ftlJCDW# : CDR3 

ATG AAA TGC AGC TGG GTT ATC TTC TTC CTG ATG GCA GTG GTT ACA GGG 48 
Met Lys Cys Ser Trp Val He Phe Phe Leu Met Ala Val Val Thr Gly 

-15 -10 -5 

GTC AAT TCA GAG GTT CAG CTG CAG CAG TCT GGG GCA GAG CTT GTG AAG 96 
Val Asn Ser Glu Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Lys 

-11 5 io 

CCA GGG GCC TCA GTC AAC TTG TCC TGC ACA GCT TCT GGC TTC AAC ATT 144 
Pro Gly Ala Ser Val Asn Leu Ser Cys Thr Ala Ser Gly Phe Asn lie 

15 20 25 

AAA GAC ACC TAT ATG CAC TGG GTG AAG CAG AGG CCT GAA CAG GGC CTG 192 
Lys Asp Thr Tyr Met His Trp Val Lys Gin Arg Pro Glu Gin Gly Leu 
30 35 40 45 

GAG TGG ATT GGA AGG ATT GAT CCT GCG AAT GGT AAT ACT AAA TCT GAC 240 
Glu Trp He Gly Arg He Asp Pro Ala Asn Gly Asn Thr Lys Ser Asp 

50 55 60 

CCG AAG TTC CAG GCC AAG GCC ACT ATA GCA GCA GAC ACA TCC TCC AAC 288 
Pro Lys Phe Gin Ala Lys Ala Thr He Ala Ala Asp Thr Ser Ser Asn 
65 70 75 
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ACA GCC TAC CTG CAG CTC AGC AGC CTG ACA TCT GAG GAC ACT GCC GTC 336 
Thr Ala Tyr Leu Gin Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val 

80 85 90 

TAT TAC TGT ACT GGT GGA CTA CGG CTA CGG TTC TTT GAC TAT TGG GGC 384 
Tyr Tyr Cys Thr Gly Gly Leu Arg Leu Arg Phe Phe Asp Tyr Trp Gly 

95 100 105 

CAA GGC ACC ACT CTC ACA GTC TCC TCA G 412 
Gin Gly Thr Thr Leu Thr Val Ser Ser 
110 115 118 

: 27 

ge^JOg^ : 331 

mmm : mm 
hjjtnv- : mm®: 

&&l<Dmm : cDNA 

mmftm : 

#iS[S:^-rfE-^ : domain 
ftftfoW. : 79. . 108 
ftm&&:J£VfzJ3& : S 
te<Z>fflf$g : CDR1 
^MSS^-TIB-^ : domain 
^ftfiS : 154. . 174 
%fWL&frfeVtt& : S 
f&c7)1i$g : CDR2 
£H&£:S-f sB-^- : domain 
#ft{4B : 271. . 300 
#«£&j£b7t;5i£ : S 
ftiltf>1i $g : CDR3 
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TCC AGA GGA CAA ATT GTT CTC ACC CAG TCT CCA GCA ATC ATG TCT GCA 48 

Ser Arg Gly Gin He Val Leu Thr Gin Ser Pro Ala He Met Ser Ala 

-11 5 io 

TCT CCA GGG GAG AAG GTC ACC ATG ACC TGC AGT GCC AGT TCA AGT GTA 96 

Ser Pro Gly Glu Lys Val Thr Met Thr Cys Ser Ala Ser Ser Ser Val 

15 20 25 

AGT TAC ATG CAC TGG TAC CAG CAG AAG TCA GGC ACC TCC CCC AAA AGA 144 

Ser Tyr Met His Trp Tyr Gin Gin Lys Ser Gly Thr Ser Pro Lys Arg 

30 35 40 45 

TGG ATT TAT GAC ACA TCC AAA CTG GCT TCT GGA GTC CCT GCT CGC TTC 192 

Trp lie Tyr Asp Thr Ser Lys Leu Ala Ser Gly Val Pro Ala Arg Phe 

50 55 60 

AGT GGC AGT GGG TCT GGG ACC TCT TAC TCT CTC ACA ATC AGC AGC ATG 240 

Ser Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu Thr He Ser Ser Met 

65 70 75 

GAG GCT GAA GAT GCT GCC ACT TAT TAC TGC CAG CAG TGG AGT AGT AAC 288 

Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys Gin Gin Trp Ser Ser Asn 

80 85 90 

CCA CCC ATC ACG TTC GGA GGG GGG ACC AAG CTG GAA ATA AAA C 331 

Pro Pro He Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 

95 100 105 107 
%£$mn : 28 
E^JcDg^ : 5 

htfuz;- : mm 
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BB#I: 

Asp Tyr Gly Met Ala 

B3#l#*§ : 29 
gBMOg£ : 17 
tidFHDM :7$/SI 

me>& : 

mm<omm : ^-^f 

Ala lie Ser Ser Gly Gly Ser Tyr He His Phe Pro Asp Ser Leu Lys Gly 

SBM#^- : 30 
m&l<D&-£ : 12 

h-#np- : mm 

Arg Gly Phe Tyr Gly Asn Tyr Arg Ala Met Asp Tyr 

E5U#^ : 31 
K^JCDS^ : 15 

&m<DM : ;m 

m<D& : -2MB 
h#D^- : 
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Arg Ala Asn Glu Ser Val Asp His Asn Gly Val Asn Phe Met Asn 

BH^iJ#^ : 32 
ge^ijcog^ : 7 

m<D]k : -*m 
btfuV- : mm** 

mm-. 

Ala Ala Ser Asn Gin Gly Ser 

S2^J#-^ : 33 
B2^Jcog$ : 9 

sb^jcds^ : H 

Gin Gin Ser Lys Asp Val Pro Trp Thr 

SH^IJ#^ : 34 
S2?iJCO^$ : 5 

h^o^- : m$m 
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Ser Tyr Val He His 

g2^'J#^ : 35 
g2^J<£g£ : 17 

Tyr lie Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Arg Phe Lys Gly 

SB^iJ#^ : 36 
B3^'JOS$ : 12 

SiCOifc : 

BB^Joa^ : H 

Glu Gly He Arg Tyr Tyr Gly Leu Leu Gly Asp Tyr 

SB#I#^ : 37 
SH^JC0g$ : 11 

h#o>?- : mm 
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SB^J: 

Gly Thr Ser Glu Asp He He Asn Tyr Leu Asn 
ffi&m'^ : 38 

mmoimts : 7 

m&HDm : 7S/i 
fitOit : 

h^Py- : lift 
82?'J: 

His Thr Ser Arg Leu Gin Ser 

tt&m'^ : 39 
E^lcogS : 9 
&m<DM : 7571 
m<D]k : 

h^n^- : iftiM^ 

Gin Gin Gly Tyr Thr Leu Pro Tyr Thr 

fimmn ■. 40 

S3^J<75g£ : 5 

&m<Dm : r^/m. 

hjjtnv— : iit 
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SB^'J: 

Asp Thr Tyr Met His 
: 41 

e2^JC0*$ : 17 

HB^JOSSI : ^y^H 

Arg He Asp Pro Ala Asn Gly Asn Thr 

IB^iJ#^ : 42 
ge^JOg£ : 9 

: -*f© 

Gly Leu Arg Leu Arg Phe Phe Asp Tyr 

m&mn : 43 
SH^'JcDg^ : 10 
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Lys Ser Asp Pro Lys Phe Gin Ala 
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Ser Ala Ser Ser Ser Val Ser Tyr Met His 

Sa^iJ#-^ : 44 
BB?U©g$ : 7 

m<D& : 

F^oy- : m.mvz 

S2?'J: 

Asp Thr Ser Lys Leu Ala Ser 

ge?'J#^t : 45 
Se^UCDS^ : 10 
H2#l©5! : 7^ / ^ 
£<0& : 

h^n>?- : lit 

Gin Gin Trp Ser Ser Asn Pro Pro He Thr 

B2^J#-^ : 46 
SB^iJ(DS$ : 39 

mn<Dm : mm 
mom. : -*m 



132 



WO 97/10354 

mm-. 

GCACCACTCT CACAGTCTCC TCAGCCAGTA CTAAGGGCC 

SE^J#^- : 47 
ga?tJ(Dg$ : 31 

&m<nm. : mm 

m<D& : 

h^Dy- : jfi£:|# 
BE#I©«^ : i&<Dmm -B-^DNA 
gfi^'J: 

CTTAGTACTG GCTGAGGAGA CTGTGAGAGT G 

S2^iJ#-^ : 48 
SB^'JcDg$ : 20 

mmom ■. mm 

h^ny- : SUM* 

gH^ijcoa^ : m<Dmm -b-^dna 

GACCAAGTTG gaaataaaac 

S3^lJ#^ : 49 
BB?!lG9gS : 21 
ae^'J^M : TO 
i©& : 

&p\<Dmm : mcomm -o^dna 
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GTACGTTTTA TTTCCAACTT G 21 

gEM#^ : 50 
SB?UC9fi£ : 97 

&m<DM : mm 

M<D& : 

h^p^- : mm 

CAGGAAACAG CTATGACGCG GCCGCCACCA TGGAATGGAG TTGGATATTT CTCTTTCTCC 60 
TGTCAGGAAC TGCAGGTGTC CACTCTGAGG TCCAGCT 97 

8B^J#^ : 51 
SB^iJOg^ : 96 

mn<Dm : mm 

m<D& : -2MB 

S2^j©a^ : m<Dmm ^.j&dna 

GAATGTGTAT CCAGAAGCCT TGCAGGAAAC CTTCACTGAA GCCCCAGGCT TCTTCACCTC 60 
AGCTCCAGAC TGCACCAGCT GGACCTCAGA GTGGAC 96 

SB3Wt : 52 
M&lCD&Z : 96 

m&\<DM : mm 
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AGGCTTCTGG ATACACATTC ACTAGTTATG TTATTCACTG GGTGCGACAG GCCCCTGGTC 60 
AGGGCCTTGA GTGGATGGGA TATATTAATC CTTACA 96 

W$mn : 53 
g2^J<DS£ : 98 

&m<Dm : mm 

TGTAGGCTGT GCTCGTGGAC GTGTCTGCAG TGATTGTGAC TCTGCCTTTG AACCTCTCAT 60 
TGTACTTAGT CCCATCATTG TAAGGATTAA TATATCCC 96 

SE^J#^- : 54 
SB^lJOg^ : 96 

ae^ijosj : mm 

F^Dy- : mm 
&m<Dmm : m<Dmm. ^j&dna 

GTCCACGAGC ACAGCCTACA TGGAGCTCAG TTCGCTGAGA TCTGAGGACA CGGCGGTGTA 60 
TTACTGTGCG AGAGAAGGAA TTAGGTACTA TGGTCT 96 

mm*~i : 55 
ga^iJ<DS£ : 100 

sb^ijco^ : mm 
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mom. : -*fH 

GTTTTCCCAG TCACGACGGG CCCTTGGTGG AGGCTGAGGA GACTGTGACC AGGGTGCCTT 
GGCCCCAGTA GTCTCCCAGT AGACCATAGT ACCTAATTCC 

Wd^m^ : 56 
S2^iJCDg$ : 421 

&Pi<Dm : mm 

h^Py — : mm 

&m<Dmm m&mm. i^dna 
ae#icD*m : 

tfeWl&B.'Tmm : sig peptide 
#3Ef£S : 1. . 57 
ftWL&VkfeLttfe : S 
^m^^TIB-^ : domain 
: 148. . 162 

: S 

ftotiMB : CDR1 
<&fflL%:BiT sB-^y : domain 
^ftfiffi : 205. . 255 

*HS£ife5£L&#& : S 
fffieMf $g : CDR2 

^M^-riE^ : domain 

: 352. . 378 
WWL&tkfeLTzJjm : S 
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ftOfi : CDR3 

ATG GAA TGG AGT TGG ATA TTT CTC TTT CTC CTG TCA GGA ACT GCA GGT 48 
Met Glu Trp Ser Trp He Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 

-15 -10 -5 

GTC CAC TCT GAG GTC CAG CTG GTG CAG TCT GGA GCT GAG GTG AAG AAG 96 
Val His Ser Glu Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

CCT GGG GCT TCA GTG AAG GTT TCC TGC AAG GCT TCT GGA TAC ACA TTC 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

ACT AGT TAT GTT ATT CAC TGG GTG CGA CAG GCC CCT GGT CAG GGC CTT 192 
Thr Ser Tyr Val lie His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

GAG TGG ATG GGA TAT ATT AAT CCT TAC AAT GAT GGG ACT AAG TAC AAT 240 
Glu Trp Met Gly Tyr He Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 60 

GAG AGG TTC AAA GGC AGA GTC ACA ATC ACT GCA GAC ACG TCC ACG AGC 288 
Glu Arg Phe Lys Gly Arg Val Thr He Thr Ala Asp Thr Ser Thr Ser 

65 70 75 

ACA GCC TAC ATG GAG CTC AGT TCG CTG AGA TCT GAG GAC ACG GCG GTG 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

TAT TAC TGT GCG AGA GAA GGA ATT AGG TAC TAT GGT CTA CTG GGA GAC 384 
Tyr Tyr Cys Ala Arg Glu Gly He Arg Tyr Tyr Gly Leu Leu Gly Asp 
95 100 105 
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TAC TGG GGC CAA GGC ACC CTG GTC ACA GTC TCC TCA G 421 
Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser 
HO 115 120 121 

: 57 

S2^'J©^$ : 87 

mom. : 

htfnzs— : mm 
m&\<Dwm m^mm ^dna 

CAGGAAACAG CTATGACGAA TTCCACCATG ATGTCCTCTG CTCAGTTCCT TGGTCTCCTG 60 
TTGCTCTGTT TTCAAGACAT CAGATGT 87 

Se?iJ#^ : 58 
Sa?U<B§$ : 83 

sb^ijcom : mm 

h7t?a>?— : mm 

mmowm : m<D&m ^dna 

GATGGTGACT CTGTCTCCTA CAGAGGCAGA CAGGGAGGAT GGAGACTGTG TCATCTGGAT 60 
ATCACATCTG ATGTCTTGAA AAC 83 

ffitmn : 59 
BS^iJOg^ : 92 

mmom : mm 
h#n>>- : mm 
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TAGGAGACAG AGTCACCATC ACTTGCGGGA CAAGTGAGGA CATTATCAAT TATTTAAACT 60 
GGTATCAACA GAAACCAGGG AAAGCCCCTA AG 92 

: 60 

SB^J»S£ : 90 

&m<nm : mm 

mmomm mnmm ^-ssdna 

TTCCAGACCC GCTGCCACTG AACCTTGATG GGACTCCTGA CTGTAATCTT GATGTGTGGT 60 
AGATCAGGAG CTTAGGGGCT TTCCCTGGTT 90 

SE^J#-^ : 61 
SH^iJWg^ : 88 

m^icom •. mm 

: mm 
&&\<Dmm : rnnmrn ^j&dna 

CAGTGGCAGC GGGTCTGGAA CAGATTTCAC TCTCACCATT AGTAGTCTGC AACCTGAAGA 60 
TTTTGCCACT TACTACTGCC AACAGGGT 88 

SS^J#-^ : 62 
SB^JCOS^ : 91 

mmm : mm 
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GTTTTCCCAG TCACGACCGT ACGTTTTATT TCCACCTTGG TCCCTTGGCC GAACGTGTAC 60 
GGAAGCGTAT AACCCTGTTG GCAGTAGTAA G 91 

: 63 

Sa^iJCD^S : 382 

wmom : mm 

ffi(D$k : 

uzmwm ■. m(Dm& -&j&dna 

^^^r^TIE!-^- : sig peptide 

: 1. . 60 
*$8fc£*fe5ELfc#& : S 
*#^£3?Tae^ : domain 

: 130. . 162 
ftWL&VkfehTzJjm : S 
fdlOffi # : CDR1 
ftWL&m-?Bm : domain 
#£{ig : 208. . 228 

wm^^vtz^m : S 

ftH<Dli S8 : CDR2 
^ISSr^-raH^ : domain 
^Fft&K : 325. . 351 
ftm&&:1£LrzJj& : S 
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ttKVm $g : CDR3 

ATG ATG TCC TCT GCT CAG TTC CTT GGT CTC CTG TTG CTC TGT TTT CAA 48 

Met Met Ser Ser Ala Gin Phe Leu Gly Lea Leu Leu Leu Cys Phe Gin 

-20 -15 -10 -5 

GAT ATC AGA TGT GAT ATC CAG ATG ACA CAG TCT CCA TCC TCC CTG TCT 96 

Asp He Arg Cys Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 

-11 5 10 

GCC TCT GTA GGA GAC AGA GTC ACC ATC ACT TGC GGG ACA AGT GAG GAC 144 
Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Gly Thr Ser Glu Asp 

15 20 25 

ATT ATC AAT TAT TTA AAC TGG TAT CAA CAG AAA CCA GGG AAA GCC CCT 192 
He He Asn Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro 

30 35 40 

AAG CTC CTG ATC TAC CAC ACA TCA AGA TTA CAG TCA GGA GTC CCA TCA 240 
Lys Leu Leu He Tyr His Thr Ser Arg Leu Gin Ser Gly Val Pro Ser 
45 50 55 60 

AGG TTC AGT GGC AGC GGG TCT GGA ACA GAT TTC ACT CTC ACC ATT AGT 288 
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser 

65 70 75 

AGT CTG CAA CCT GAA GAT TTT GCC ACT TAC TAC TGC CAA CAG GGT TAT 336 
Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Gly Tyr 

80 85 90 

ACG CTT CCG TAC ACG TTC GGC CAA GGG ACC AAG GTG GAA ATA AAA C 382 
Thr Leu Pro Tyr Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
95 100 105 107 
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BH^M-^ : 64 
SB?iJc£>g£ : 96 

mzmm mm 

II com : 

ss^jcoa^ : mv&m -&^dna 

SB^J: 

GTCCACGAGC ACAGCCTACA TGGAGCTCAG TTCGCTGAGA TCTGAGGACA CGGCGGTGTA 60 
TCTCTGTGGG AGAGAAGGAA TTAGGTACTA TGGTCT 96 

82^J#^t : 65 
BH#lG9g£ : 421 
SB^JCD^ : 

mmwm .- m<nmwt ^j&dna 

^F^^r^TIB-^- : sig peptide 

: 1. . 57 
ftSSSrSfeStLfc^fe : S 
S-TSB-^ : domain 

: 148. . 162 
teWLZtttlsttm : S 
teCD-tf $g : CDR1 
ftm^mS-mn : domain 
#&{Sg : 205. . 255 
&WL*9tiJ£Lttm : S 
flSOHf $S : CDR2 
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^ifcSr^TsE-^- : domain 
ftmtLW : 352. . 378 
&m&&fehtt& : S 

m<Dm m cdr3 

ATG GAA TGG AGT TGG ATA TTT CTC TTT CTC CTG TCA GGA ACT GCA GGT 48 

Met Glu Trp Ser Trp He Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 

-15 -10 -5 

GTC CAC TCT GAG GTC CAG CTG GTG CAG TCT GGA GCT GAG GTG AAG AAG 96 

Val His Ser Glu Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

CCT GGG GCT TCA GTG AAG GTT TCC TGC AAG GCT TCT GGA TAC ACA TTC 144 

Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

ACT AGT TAT GTT ATT CAC TGG GTG CGA CAG GCC CCT GGT CAG GGC CTT 192 

Thr Ser Tyr Val He His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 

30 35 40 45 

GAG TGG ATG GGA TAT ATT AAT CCT TAC AAT GAT GGG ACT AAG TAC AAT 240 

Glu Trp Met Gly Tyr He Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 60 

GAG AGG TTC AAA GGC AGA GTC ACA ATC ACT GCA GAC ACG TCC ACG AGC 288 

Glu Arg Phe Lys Gly Arg Val Thr He Thr Ala Asp Thr Ser Thr Ser 

65 70 75 

ACA GCC TAC ATG GAG CTC AGT TCG CTG AGA TCT GAG GAC ACG GCG GTG 336 

Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 
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TAT CTC TGT GGG AGA GAA GGA ATT AGG TAC TAT GGT CTA CTG GGA GAC 384 

Tyr Leu Cys Gly Arg Glu Gly He Arg Tyr Tyr Gly Leu Leu Gly Asp 

95 100 105 

TAC TGG GGC CAA GGC ACC CTG GTC ACA GTC TCC TCA G 42 1 

Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser 

HO 115 120 121 

S2^J#^ : 66 
B2^JOg£ : 96 

&m<Dm : mm 

m<Dik : -2MB 

mwomm ■. m^mm. £^dna 

AGGCTTCTGG ATACACATTC ACTAGTTATG TTATTCACTG GGTGCGACAG GCCCCTGGTC 60 
AGGGCCTTGC GTGGATGGGA TATATTAATC CTTACA 96 

BB#J#^ : 67 
SB?'J<£>S£ : 98 

mmom : mm 

mmwm .• m^mm ^jsdna 

TGTAGGCTGT GCTCGTGGAC CTGTCTGCAG TGATTGTGAC TCTGCCTTTG AACCTCTCAT 60 
TGTACTTAGT CCCATCATTG TAAGGATTAA TATATCCC Qfi 
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Sa^iJ#-^ : 68 
gB^iJ©^^ : 421 

mmom mm 

mmomm ■. m<Dm.m. -s-j&dna 

^H^fSTaE-^ : sig peptide 
#£E&B : 1. . 57 
4#t&£*fei£bfc#& : S 
tWm&^-ftZn : domain 
#ftffiS : 148. . 162 
4$«£8i5£b*:#J£ : S 
fiUcD'Htfg : CDR1 
^£^-riB^t : domain 
#£E&g : 205. . 255 
ftm&frfeLfzJj& : S 
ttLOfUm : CDR2 
ftWL&m-tt^ : domain 
#£E&B : 352. . 378 
ftWL&fcfelstttik : S 
fl&CDlf fg : CDR3 

ATG GAA TGG AGT TGG ATA TTT CTC TTT CTC CTG TCA GGA ACT GCA GGT 48 
Met Glu Trp Ser Trp He Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 
-15 -10 -5 
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GTC CAC TCT GAG GTC CAG CTG GTG CAG TCT GGA GCT GAG GTG AAG AAG 96 
Val His Ser Glu Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

"! 1 5 10 

CCT GGG GCT TCA GTG AAG GTT TCC TGC AAG GCT TCT GGA TAC ACA TTC 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

ACT AGT TAT GTT ATT CAC TGG GTG CGA CAG GCC CCT GGT CAG GGC CTT 192 
Thr Ser Tyr Val He His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

GCG TGG ATG GGA TAT ATT AAT CCT TAC AAT GAT GGG ACT AAG TAC AAT 240 
Ala Trp Met Gly Tyr He Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 60 

GAG AGG TTC AAA GGC AGA GTC ACA ATC ACT GCA GAC AGG TCC ACG AGC 288 
Glu Arg Phe Lys Gly Arg Val Thr He Thr Ala Asp Arg Ser Thr Ser 

65 70 75 

ACA GCC TAC ATG GAG CTC AGT TCG CTG AGA TCT GAG GAC ACG GCG GTG 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

TAT CTC TGT GGG AGA GAA GGA ATT AGG TAC TAT GGT CTA CTG GGA GAC 384 
Tyr Leu Cys Gly Arg Glu Gly He Arg Tyr Tyr Gly Leu Leu Gly Asp 

95 100 105 

TAC TGG GGC CAA GGC ACC CTG GTC ACA GTC TCC TCA G 42 1 
Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser 
110 115 120 121 



ffiPm'?!- : 69 
SrJ^iJcDS^ : 96 

m$mm : mm 
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AGGCTTCTGG ATACACATTC ACTAGTTATG TTATTCACTG GGTGCGACAG AGGCCTGGTC 60 
AGGGCCTTGC GTGGATGGGA TATATTAATC CTTACA 96 

m^m^ : 70 
ge^ijCOS$ : 98 

mmnrn mm 

$fk<D%L : 

h#D>?- : mm 

TGTAGACTGT GCTCGTGGAC CTGTCTGAAG TGATTGTGAC TTTGCCTTTG AACCTCTCAT 60 
TGTACTTAGT CCCATCATTG TAAGGATTAA TATATCCC 98 

S2^J#^ : 71 
g2?'Jc7>S$ : 96 

mmom : mm 

mzmmm m<Dmm ^j&dna 

GTCCACGAGC acagtctaca TGGAGCTCAG TTCGCTGAGA TCTGAGGACA CGGCGGTGTA 60 
TCTCTGTGGG AGAGAAGGAA TTAGGTACTA TGGTCT 96 
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ffiPmn : 72 
BB^JOfi^ : 421 

se^jcoM : mm. 
mom. ■. 

mmmm momm. ^dna 

^^[Sr^TgB^- : sig peptide 
ft&faW : 1. . 57 

&m&®:%;Lrzjj& s 

^^St-f2^ : domain 
ftZE&W : 148. . 162 
ftWt&ikfeLttm : S 
ft!J<£>1f $g : CDR1 
^mSrS-TIS^ : domain 

: 205. . 255 
nm&&:%.Ltt& : S 
ffiCOif $g : CDR2 
^M^^t-fS^ : domain 

: 352. . 378 

nm^^Lr^m : S 

fteOtf $g : CDR3 
S2?iJ: 

ATG GAA TGG AGT TGG ATA TTT CTC TTT 
Met Glu Trp Ser Trp He Phe Leu Phe 
-15 



CTC CTG TCA GGA ACT GCA GGT 48 
Leu Leu Ser Gty Thr Ala Gly 
-10 -5 
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GTC CAC TCT GAG GTC CAG CTG GTG CAG TCT GGA GCT GAG GTG AAG AAG 96 
Val His Ser Glu Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

CCT GGG GCT TCA GTG AAG GTT TCC TGC AAG GCT TCT GGA TAC ACA TTC 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

ACT AGT TAT GTT ATT CAC TGG GTG CGA CAG AGG CCT GGT CAG GGC CTT 192 
Thr Ser Tyr Val He His Trp Val Arg Gin Arg Pro Gly Gin Gly Leu 
30 35 40 45 

GCG TGG ATG GGA TAT ATT AAT CCT TAC AAT GAT GGG ACT AAG TAC AAT 240 
Ala Trp Met Gly Tyr He Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 60 

GAG AGG TTC AAA GGC AAA GTC ACA ATC ACT TCA GAC AGG TCC ACG AGC 288 
Glu Arg Phe Lys Gly Lys Val Thr He Thr Ser Asp Arg Ser Thr Ser 

65 70 75 

ACA GTC TAC ATG GAG CTC AGT TCG CTG AGA TCT GAG GAC ACG GCG GTG 336 
Thr Val Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

TAT CTC TGT GGG AGA GAA GGA ATT AGG TAC TAT GGT CTA CTG GGA GAC 384 
Tyr Leu Cys Gly Arg Glu Gly He Arg Tyr Tyr Gly Leu Leu Gly Asp 

95 100 105 

TAC TGG GGC CAA GGC ACC CTG GTC ACA GTC TCC TCA G 421 
Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser 
110 115 120 121 

: 73 

ffi?iJ<E>S£ : 92 

&&\<dm : mm 
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m&iomm ■. mom®, ^j&dna 

TAGGAGACAG AGTCACCATC ACTTGCGGGA CAAGTGAGGA CATTATCAAT TATTTAAACT 60 
GGTATCGGCA GAAACCAGGG AAAGCCCCTG AA 92 

gS^Wt : 74 
S2^J<£>g£ : 90 

&m<Dmm ■. mom®, ^^dna 

SE^J: 

TTCCAGACCC GCTGCCACTG AACCTTGATG GGACTCCTGA CTGTAATCTT GATGTGTGGT 60 
AGATCAGGAG TTCAGGGGCT TTCCCTGGTT 90 

Sa?iJ#^ : 75 
Se^JWg^ : 91 
SB?U<Z)SJ : 

: —2MB 
h^oy- : MM.®. 

GTTTTCCCAG TCACGACCGT ACGTTTTATT TCCACCTTGG TCCCTTGGCC GACCGTGTAC 60 
GGAAGCGTAT AACCCTGTTG GCAGTAGTAA G qi 
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Sa^iJ#-^ : 76 
E^JGDSS : 382 

&&\<dm : mm 

8B^I<7)#« : 

4$fK£^i"fB^ : sig peptide 
??£E{iS : 1. . 60 
ttWL&fcfeVttm : S 
4#M2:^"t"f2^- : domain 
#te<ifi : 130. . 162 
tt^^tfc^ : S 
ffiCDlf ffi : CDR1 
^I^Sr^'f'gS-^- : domain 
#i£fim : 208. . 228 

Lfc^Sfc : S 
ftHCOlf ^ : CDR2 
#^^^-TfH^ : domain 

: 325. . 351 
%fWL*VkfeVtt%k : S 
toOlf ^ : CDR3 

ATG ATG TCC TCT GCT CAG TTC CTT GGT CTC CTG TTG CTC TGT TTT CAA 48 
Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 
-20 -15 -10 -5 
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GAT ATC AGA TGT GAT ATC CAG ATG ACA CAG TCT CCA TCC TCC CTG TCT 96 

Asp He Arg Cys Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 

-11 5 10 

GCC TCT GTA GGA GAC AGA GTC ACC ATC ACT TGC GGG ACA AGT GAG GAC 144 

Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Gly Thr Ser Glu Asp 

15 20 25 

ATT ATC AAT TAT TTA AAC TGG TAT CGG CAG AAA CCA GGG AAA GCC CCT 192 

He He Asn Tyr Leu Asn Trp Tyr Arg Gin Lys Pro Gly Lys Ala Pro 

30 35 40 

GAA CTC CTG ATC TAC CAC ACA TCA AGA TTA CAG TCA GGA GTC CCA TCA 240 

Glu Leu Leu He Tyr His Thr Ser Arg Leu Gin Ser Gly Val Pro Ser 

45 50 55 60 

AGG TTC AGT GGC AGC GGG TCT GGA ACA GAT TTC ACT CTC ACC ATT AGT 288 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser 

65 70 75 

AGT CTG CAA CCT GAA GAT TTT GCC ACT TAC TAC TGC CAA CAG GGT TAT 336 

Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Gly Tyr 

80 85 90 

ACG CTT CCG TAC ACG GTC GGC CAA GGG ACC AAG GTG GAA ATA AAA C 382 

Thr Leu Pro Tyr Thr Val Gly Gin Gly Thr Lys Val Glu He Lys 

95 100 105 107 



g2M#-^ : 77 
SB?iJ<£>g£ : 92 

&m<Dm : mm 

m<D& : -2MB 
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TAGGAGACAG AGTCACCATC GGTTGCGGGA CAAGTGAGGA CATTATCAAT TATTTAAACT 60 
GGTATCGGCA GAAACCAGGG AAAGCCCCTG AA 92 

BE*lJ#*f : 78 
BE^J©fi£ : 88 

mwm : mm 
h^D^- : mm® 

SB^'J: 

CAGTGGCAGC GGGTCTGGAA CAGATTTCAC TCTCACCATT AGTGACCTGC AACCTGAAGA 60 
TTTTGCCACT TACTACTGCC AACAGGGT 88 

m?m^ : 79 
BB^iJO^^ : 382 

umoim : mm 

^I^SrH't'sB-^- : sig peptide 
#ffi{£g : 1. . 60 
&m&&:l£httm : S 
^^^^-Tb2-^ : domain 
W&feW : 130. . 162 

&m&&i£\;ttm s 

ftilCD'tf m : CDR1 



153 



WO 97/10354 



PCT/JP96/02588 



ftm&mtmn : domain 
^ffiteS : 208. . 228 

&m&&7£^fzjjm s 

fdlCDlf m : CDR2 
ftm&^L-rtZn : domain 
ft&iZW : 325. . 351 

mm^^vrzjjm : S 
mcomm cdr3 

ATG ATG TCC TCT GCT CAG TTC CTT GGT CTC CTG TTG CTC TGT TTT CAA 48 

Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

-20 -15 -10 -5 

GAT ATC AGA TGT GAT ATC CAG ATG ACA CAG TCT CCA TCC TCC CTG TCT 96 

Asp lie Arg Cys Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 

-11 5 10 

GCC TCT GTA GGA GAC AGA GTC ACC ATC GGT TGC GGG ACA AGT GAG GAC 144 

Ala Ser Val Gly Asp Arg Val Thr He Gly Cys Gly Thr Ser Glu Asp 

15 20 25 

ATT ATC AAT TAT TTA AAC TGG TAT CGG CAG AAA CCA GGG AAA GCC CCT 192 

He He Asn Tyr Leu Asn Trp Tyr Arg Gin Lys Pro Gly Lys Ala Pro 

30 35 40 

GAA CTC CTG ATC TAC CAC ACA TCA AGA TTA CAG TCA GGA GTC CCA TCA 240 

Glu Leu Leu He Tyr His Thr Ser Arg Leu Gin Ser Gly Val Pro Ser 

45 50 55 60 

AGG TTC AGT GGC AGC GGG TCT GGA ACA GAT TTC ACT CTC ACC ATT AGT 288 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lie Ser 
65 70 75 
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GAC CTG CAA CCT GAA GAT TTT GCC ACT TAC TAC TGC CAA CAG GGT TAT 336 

Asp Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Gly Tyr 

80 85 90 

ACG CTT CCG TAC ACG GTC GGC CAA GGG ACC AAG GTG GAA ATA AAA C 382 

Thr Leu Pro Tyr Thr Val Gly Gin Gly Thr Lys Val Glu tie Lys 

95 100 105 107 

SB^iJ#^ : 80 
SB^IJOS^ : 83 

mm<om mm 

m<D& : -«| 

h#Dv- : mm®: 

um<Dwm : m&mm. ^j&dna 

82?'J: 

GATGGTGACT CTGTCTCCTA CAGAGGCAGA CAGGGAGGAT GTAGCCTGTG TCATCTGGAT 60 
ATCACATCTG ATGTCTTGAA AAC 23 

12 : 81 
g2?'JCDg£ : 92 

sa^j©^ : mm 

&m<Dmm ■. momm ^j&dna 

S2?'J: 

TAGGAGACAG AGTCACCATC GGTTGCGGGA CAAGTGAGGA CATTATCAAT TATTTAAACT 60 
GGTATCGGAA GAAACCAGGG AAAGCCCCTG AA 92 
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S2^J<£>§£ : 88 

mmoym : mm 
m<D& : 

h^oy- : mm 
mmcomm m<Dmm ^^dna 

CAGTGGCAGC GGGTCTGGAA CAGATTTCAC TCTCACCATT AGTGACCTGC AACCTGAAGA 60 
TTTTGCCACT TACTTTTGCC AACAGGGT 88 

ffi&m'ij : 83 
SE?iJ<£>g£ : 91 
gH^JcD^ : m& 

m<D» : —*m 

m^ioymm ■. m&mm ^j&dna 

GTTTTCCCAG TCACGACCGT ACGTTTTATT TCCACCTTGG TCCCTTGGCC GACCGTGTAC 60 
GGAAGCGTAT AACCCTGTTG GCAAAAGTAA G 91 

gB^J#^ : 84 
B2?iJ<75g£ : 382 

&m<om : mm 

mmmm mnmm ^dna 

&WL&^-t HH^- : sig peptide 
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??£{iffi : 1. . 60 
«ttS^bfc^ : S 
^W^^.'Ttm : domain 
#ffiteffi : 130. . 162 
#&£&5£b;fc#Sfc : S 
ffiOfim : CDR1 
^^STs3^ : domain 

: 208. . 228 
ftm&fcfehttm : S 
te<^1f m. : CDR2 
tsflifcSriSiriE-^- : domain 
#£Ef£S : 325. . 351 
ftWl&Vkfelsttm : S 
to^-tf^ : CDR3 

ATG ATG TCC TCT GCT CAG TTC CTT GGT CTC CTG TTG CTC TGT TTT CAA 48 

Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

-20 -15 -10 -5 

GAT ATC AGA TGT GAT ATC CAG ATG ACA CAG GCT ACA TCC TCC CTG TCT 96 

Asp He Arg Cys Asp He Gin Met Thr Gin Ala Thr Ser Ser Leu Ser 

-11 5 10 

GCC TCT GTA GGA GAC AGA GTC ACC ATC GGT TGC GGG ACA AGT GAG GAC 144 
Ala Ser Val Gly Asp Arg Val Thr He Gly Cys Gly Thr Ser Glu Asp 

15 20 25 

ATT ATC AAT TAT TTA AAC TGG TAT CGG AAG AAA CCA GGG AAA GCC CCT 192 
He He Asn Tyr Leu Asn Trp Tyr Arg Lys Lys Pro Gly Lys Ala Pro 
30 35 40 



157 



WO 97/10354 



PCT/JP96/02588 



GAA CTC CTG ATC TAC CAC ACA TCA AGA TTA CAG TCA GGA GTC CCA TCA 

Glu Leu Leu He Tyr His Thr Ser Arg Leu Gin Ser Gly Val Pro Ser 

45 50 55 60 

AGG TTC AGT GGC AGC GGG TCT GGA ACA GAT TTC ACT CTC ACC ATT AGT 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lie Ser 

65 70 75 

GAC CTG CAA CCT GAA GAT TTT GCC ACT TAC TTT TGC CAA CAG GGT TAT 

Asp Leu Gin Pro Glu Asp Phe Ala Thr Tyr Phe Cys Gin Gin Gly Tyr 

80 85 90 

ACG CTT CCG TAC ACG GTC GGC CAA GGG ACC AAG GTG GAA ATA AAA C 

Thr Leu Pro Tyr Thr Val Gly Gin Gly Thr Lys Val Glu He Lys 

95 100 105 

W&&m*$ : 85 
mm<D&£ : 92 

mmm : mm 

b#n>>- : mm 
mmnm m^mm ^-j&dna 

TAGGAGACAG AGTCACCATC GGTTGCGGGA CAAGTGAGGA CATTATCAAT TATTTAAACT 
GGTATCGGAA GAAACCAGGG AAAGCCGTTG AA 

gr2?iJIHt : 86 
S2?|J<7)§£ : 90 

&m<nm : mm 
m<D$n : 



240 



288 



336 



382 
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&m<DmM : m<Dmm -&j&dna 

TTCCAGACCC GCTGCCACTG AACCTTGATG GGACTCCTGA CTGTAATCTT GATGTGTGGT 60 
AGATCAGGAG TTCAACGGCT TTCCCTGGTT 90 

SB^'JS^ : 87 
E*lJ©g£ : 88 

w.m<DW. : mm 

wimomm : m(Dmm ^j&dna 

CAGTGGCAGC GGGTCTGGAA CAGATTATAC TCTCACCATT AGTGACCTGC AACCTGAAGA 60 
TTTTGCCACT TACTTTTGCC AACAGGGT 88 

mmmn : 88 
SB^iJCOg^ : 382 

mmoM : mm 

mmomm ■. m&mm ^-j&dna 

ftWl&n-rmn : sig peptide 

: 1. . 60 
ftWl&&feLtttii : S 
ftWl&m-fm^ : domain 
^ffi&B : 130. . 162 
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ffiOlf $g : CDR1 

: domain 
^yffifiM : 208. . 228 
ftWl&fcfelsttfe : S 
flUcOlf |g : CDR2 

^^^-riB^ : domain 

: 325. . 351 
¥fWL&&feLttfe : S 
f&CDtif $8 : CDR3 

ATG ATG TCC TCT GCT CAG TTC CTT GGT CTC CTG TTG CTC TGT TTT CAA 48 

Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

-20 -15 -io -5 

GAT ATC AGA TGT GAT ATC CAG ATG ACA CAG GCT ACA TCC TCC CTG TCT 96 

Asp He Arg Cys Asp He Gin Met Thr Gin Ala Thr Ser Ser Leu Ser 

-11 5 io 

GCC TCT GTA GGA GAC AGA GTC ACC ATC GGT TGC GGG ACA AGT GAG GAC 144 
Ala Ser Val Gly Asp Arg Val Thr He Gly Cys Gly Thr Ser Glu Asp 

15 20 25 

ATT ATC AAT TAT TTA AAC TGG TAT CGG AAG AAA CCA GGG AAA GCC GTT 192 
He He Asn Tyr Leu Asn Trp Tyr Arg Lys Lys Pro Gly Lys Ala Val 

30 35 40 

GAA CTC CTG ATC TAC CAC ACA TCA AGA TTA CAG TCA GGA GTC CCA TCA 240 
Glu Leu Leu He Tyr His Thr Ser Arg Leu Gin Ser Gly Val Pro Ser 
45 50 55 60 

AGG TTC AGT GGC AGC GGG TCT GGA ACA GAT TAT ACT CTC ACC ATT AGT 288 
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr He Ser 
65 70 75 
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GAC CTG CAA CCT GAA GAT TTT GCC ACT TAC TTT TGC CAA CAG GGT TAT 336 
Asp Leu Gin Pro Glu Asp Phe Ala Thr Tyr Phe Cys Gin Gin Gly Tyr 

80 85 90 

ACG CTT CCG TAC ACG GTC GGC CAA GGG ACC AAG GTG GAA ATA AAA C 382 
Thr Leu Pro Tyr Thr Val Gly Gin Gly Thr Lys Val Glu He Lys 
95 100 105 107 

SB^J#-^ : 89 
8£PlCDm2 : 25 

mmcDM : mm 

m<D& : -2MB 
h^n^- : m.mVi 

mpKDmm : m<D®.m -a-f&DNA 

GCTTCCACCA AGGGCCCATC CGTCT 25 

m&mn 90 

SB^Jc^S^ : 30 

&m<DM ■. mm 

m<D®i : 

mm-. 

AAGGATCCTG GCACTCATTT ACCCAGAGAC 30 

HB#J#*f : 91 
gS?'J<£>§£ : 313 
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Asp Leu Leu Pro Asp 
1 5 
Phe Thr He Lys Val 
20 

Lys Pro Asn Pro Asp 
35 

Gin Val Lys He Asn 

50 

He Thr Glu Ser Lys 
65 

Ala Ser Val Arg Thr 
80 

Ser Ser Trp Ala Ser 
95 

Gly Thr Ser Val Val 
110 

Asp Asn Tyr Ser Arg 
125 

Thr Trp Leu Val Gly 
140 

Leu Tyr Tyr Arg Tyr 
155 

Ser Lys Asp Thr Leu 
170 

Thr Phe He Leu Ser 
185 

Asn Gly Ser Ser Lys 
200 

Phe Ala Leu His Ala 
215 

Thr Ala Glu He Glu 
230 



PCT/JP96/02588 



Glu Lys 
Thr Gly 
Gin Glu 
Ala Pro 
Cys Val 
I le Leu 
Ala Glu 
Asn Leu 
Leu Arg 
Thr Asp 
Gly Ser 
Gly Arg 
Lys Gly 
His Ser 
I le Asp 
Gly Thr 



He Ser 
Leu Ala 
Gin Arg 
Lys Glu 
Thr He 
Gin Asn 
Leu His 
Thr Cys 
Ser Tyr 
Ala Pro 
Trp Thr 
Asn He 
Arg Asp 
Ala He 
Gin He 
Arg Leu 



Leu Leu 

10 
Gin Val 

25 
Asn Val 

40 
Asp Asp 

55 
Leu His 

70 
Asp His 

85 
Ala Pro 
100 

Thr Thr 
115 

Gin Val 
130 

Glu Asp 
145 

Glu Glu 
160 

Ala Cys 
175 

Trp Leu 
190 

Arg Pro 
205 

Asn Pro 
220 

Ser He 
235 



Pro Pro 
Leu Leu 
Asn Leu 
Tyr Glu 
Lys Gly 
Ser Leu 
Pro Gly 
Asn Thr 
Ser Leu 
Thr Gin 
Cys Gin 
Trp Phe 
Ala Val 
Phe Asp 
Pro Leu 
Gin Trp 



Val Asn 

15 

Gin Trp 
30 

Glu Tyr 
45 

Thr Arg 
60 

Phe Ser 
75 

Leu Ala 
90 

Ser Pro 

105 
Thr Glu 

120 
His Cys 

135 
Tyr Phe 

150 
Glu Tyr 

165 
Pro Arg 

180 
Leu Val 

195 
Gin Leu 

210 
Asn Val 

225 
Glu Lys 

240 
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Pro Val Ser Ala Phe Pro He His Cys Phe Asp Tyr Glu Val Lys 

245 250 255 

He His Asn Thr Arg Asn Gly Tyr Leu Gin lie Glu Lys Leu Met 

260 265 270 

Thr Asn Ala Phe He Ser He lie Asp Asp Leu Ser Lys Tyr Asp 

275 280 285 

Val Gin Val Arg Ala Ala Val Ser Ser Met Cys Arg Glu Ala Gly 

290 295 300 

Leu Trp Ser Glu Trp Ser Gin Pro He Tyr Val Gly Lys 

305 310 313 
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i t © 15 i 

(1) t h^>*-n4*r>5&&ftamiz<&mmzKj&Tz>mft 0 

(2) m,m^; ?n-±)im,^ thit&nt, xjv 

(4) k h-i — n-f ^r> 5S§flea«ON5fcjST^ yK*^ 1 -313 

-f * > 5 « ii \z#m#i\zKfo-rz>m&7% 3 i2«cd^e y * □ -^-;u^ 0 

(5) k h-T >^-n-T ^> 5§^#: a |H(DN^^T5 y ^75^ 1 -313 

#m^&-r3xk° h-:/£:ig!$u ^^k h-r >^-n-r^> 5 (D^^tt 

(6) IgGl ity^xK/gu ^WK^Sli (HID nJ^M^ (Vfi«) CO 
CDR C0gE^iJ^TsB^^a$ n^>T 5 y^E^iJ : 

CDR1 : Asp Tyr Gly Met Ala 

CDR2 : Ala He Ser Ser Gly Gly Ser Tyr lie His Phe Pro Asp Ser Leu Lys Gly 

CDR3 : Arg Gly Phe Tyr Gly Asn Tyr Arg Ala Met Asp Tyr 

T&O. &i<*mm (LIS) m*R<DCm<D&mWT%a\Zfem2tlZ>T E= y^SB^J: 

CDR1 : Arg Ala Asn Glu Ser Val Asp His Asn Gly Val Asn Phe Met Asn 

CDR2 : Ala Ala Ser Asn Gin Gly Ser 

CDR3 : Gin Gin Ser Lys Asp Val Pro Trp Thr 

(7) /W^'J H--7KM1257 (FERMBP-5133) ^gT&gjf^ 6 tBftCD 
y i7 U — •f)VtfLfcm\ 257 D 

(8) IgGlWZ^XlzmV, ^COta#:Hllvm^COCDR(DgS^J^TfBtZ^ 
yTO^iJ : 

CDR1 : Ser Tyr Val He His 

CDR2 : Tyr I le Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Arg Phe Lys Gly 
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CDR3 : Glu Gly He Arg Tyr Tyr Gly Leu Leu Gly Asp Tyr 

Tr&D, ta^L|gV^(DCDR<7)IB^J^TIE^Sft$n^>TS ;mMm : 

CDR1 : Gly Thr Ser Glu Asp lie He Asn Tyr Leu Asn 

CDR2 : His Thr Ser Arg Leu Gin Ser 

CDR3 : Gin Gin Gly Tyr Thr Leu Pro Tyr Thr 

(9) A-f^U F--7KM1259 (FERM BP-5134) T^^f 8 flBfcCO 
^/ £7 O-^iri{fcKM1259 0 

(10) IgGl+ry^XKlJUU ^-C0^HlIV^^C0CDRC0gB^J^TsS{3^ 

CDR1 : Asp Thr Tyr Met His 

CDR2 : Arg lie Asp Pro Ala Asn Gly Asn Thr Lys Ser Asp Pro Lys Phe Gin Ala 
CDR3 : Gly Leu Arg Leu Arg Phe Phe Asp Tyr 

CDRl : Ser Ala Ser Ser Ser Val Ser Tyr Met His 

CDR2 : Asp Thr Ser Lys Leu Ala Ser 

CDR3 : Gin Gin Trp Ser Ser Asn Pro Pro He Thr 

(11) H-^KM1486 (FERMBP-5651) ^^^-T^lf^l OfEgcCD 

(12) m^m. efBmwty & a—i-)iifi^^M-r^>/\^ yj h— v 

KMl 257 (FERM BP-5133) 0 
KMl 259 (FERM BP-5134) 0 

(H) m$<m i o bs^cd^ y ? n— f)\,mfo$:?km-?z>/\^ yj h-^- 

KMl 486 (FERM BP-5651) 0 

(is) m.m^h{mfcT*&&m^m2mm.<D&ifo 0 

(16) fch^>^-P< + >5 §$^Ql(DN*)ffi7i y mfrZ 1 -313 
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-f ^> 5 ^aii:#SWCSM5il^ 1 5 se«cCQ t Mfctrvft:. 

(17) t h-f >^-D^^>5Mai©N*S7^y^^ 1 -313 
#gtI^ ; SE'r-5xt: h — y^gglgU dot h-f — 5 (D^fg-ft 

(18) h hj/Cft: IgG^JSTSW^l 6*fcttl 7 fB« Qi/vffc 0 

(19) t Mbffitt^fc b^*7ffi#Tfc£§i!3fc3Il 5, I6itttl7 

(20) h h^^^^iri^t h^CD«i«K7)fitfls:<7)H«KV^«*5 e tUCL^V 

(21) ia#:©HlI V M^gB^Wf 2 4fBiJc<D7 5 y&BB?U£-^, L II V 
fM^gfi?iJ#^2 5sHi£C0T5y^Sa^J^^|f^2 0 IBiScCDifEft:,, 

(22) ta^OHm VM^^SB^J#-^2 6s2«CD7^ / ^SBM^^ L H V 

(23) ia#:HmC^^thtfL^IgGl-y-y^^X-e$.SM^]l2 1 B2«© 
irC^KM1399„ 

(24) ia#HlSC£i«#t hia^IgG4-yy^^XT^SW^2 1 sE«CD 
ta^KM7399c 

(25) $mm2 3aB«CO^$:^-rJ2 ) ^»fe^KM1399 (FERMBP-5650) o 

(26) If ^2 4fB®0)tn:^$:^-r'5^Hg^KM7399 (FERMBP-5649)o 

(27) t hYbia^b CDR^in#:TS^W^ 1 5fE«coiri#:o 

(28) k CDR ^fitSa^t: bWiriftW H II V ffi^fe.ttJC L II V m^(D 
CDR gfi^iJS: h V£ktY<Dmm<n$ifo<D Hll VMiLiV M^CO CDR gB^JT^tV? 

(29) ifL^coHiiv^co zm&mm^m8mm<n^ ; z u~i-)vm*<j) 

H II V «#GD CDR SB^J£^, L II V «cCD CDR gB^»2f<J3t 8 IB^O^E 7 ^ □ 
-•^^irE^O L II V m®,<D CDR SB^JSr^^W^^ 2 8 §BH£cD}nft: 0 
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(30) tfifc<D umv mi&e> CDR BEWWsJc^ 1 0 SEifcCD^E / ^7 n-^Wfrft: 
WHIV Mt<75 CDR SE#I£^, LiV fiMO CDR iB^J^W^^ 1 0 sBfcO^E 7 

^ u—y)v$ifo<D imv mm<D cdr aa^i&^tpst^ 2 8 lam©^^ 

(31) 3ft{£H$lC«^t hirL^ IgGl +l-y^^7 > -efe?>|f^3l2 9fS«CO 
i5i#:KM8399o 

(32) tri^HmC^^h h&ifc IgG4 77T^5 2 9|Ei!cCD 
tfEft: KM9399 0 

(33) Bf*^3 1 aB«C7)tn:i*^^^r^>^mfe^KM8399 (FERMBP-5648) 0 

(34) IS^3 2S2«<Dtri^^^-r^^Kfe^KM9399 (FERMBP-5647)o 

(35) ^>-xA*-tr-> h^<^^— pKANTEX93 0 

(36) ^>^A*-fe^ h^P$— PKANTEX93 ^^aWT ^^Kfe^^^ffl ^fc 

(37) ^^-*IIia#:TrS)^M*Jl2 6H^C0Si#: o 

(38) hh-f>^-n^4>5 MaiON*75;^^ 1—313 

(39) thitttfo&nmv mi&&£zsimv mm,&^tsm$< 

(40) H II V M®.&£ZS LfV CDR SB^St^ 8 fEiScD^E / ^ P- 

^;Hftte<£> h is v ms.& <ktf l ii v m^cd cdr giPi&^tsmj&m 3 8 tBis©-* 

—ThtiiVffD HIS V fUte J=rX L IS V M^<D CDR SB^J^^OSf ^ 3 8 aBifcCD — 
^ISJa^o 

(42) m,m^7,)iyj \ i &feitfcfc^&&mimk2%^m<D%ifc» 

(43) t: h< >^-D-f^> 5^^aiSt^N*T5 1 ~ 3 1 3# 
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(44) y*XJV7^ ^feiktrtfrfiK k MfctrE#© H H V S«*5«ktf L II V 

(45) H II V «*sM3«fctf L II V «c<70 CDR S2^J^gf ^ 8 fB«CO^E /^7D- 
i-)l&L<*<D HIS V ^^fecku: L IS V CDR EMfc^tf W ^ 4 3 SBm^ 

(46) H H V L II V CDR &&Mm&m 1 0 B3«CD^ J >7U 
—}-)ltfifc<D H II V ®«*3 J;tf L II V mWt<D CDR g^J^irgjf jfc^ 4 3 KBi&CD- 
^llia^o 

(47) kh^>^-D^^>5§^ a il:^^tt-5al^6, 8 
3: fete 1 0 SB^CD^ 7 ^ n—f)l<mfc(D H II V fctS L II V m^(D CDRgS^iJ 

(48) k h-T >^-P-f ^> 5^^^alIC0^g^-5t,i«^^t|FfH-^-^(D 
^allinHo 

(49) SB^J#^9 1SB«C0T5 y^S2^J^W-r^>, W^4 8gB«<Dkh 

(50) Hf^l-l 1, 15-24, 27-3 2*3 £#3 7-4 6 IB^COta 

(51) S*ll-ll, 1 5- 2 4, 2 7-3 2*5«fctf3 7-4 6 b3»cCD 

(52) St 1 — 11, 15-2 4, 2 7- 3 2 *5«fctJC3 7~4 6|HttOD 

(53) 1~1K15~24,27~32 3 7-4 6 HB^CDtri 

(54) gjt^JSl-11, 1 5-2 4, 2 7~3 2Mr/3 7~4 6IBt© 
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(55) If 1 — 11, 1 5 — 2 4, 2 7 ~ 3 2 &£.Z$ 3 7 ~ 4 6 sEt£CD 

(56) If jfcJll — 11, 1 5-2 4, 2 7~3 2*3 < fctf3 7~4 6BB*S<D 

(57) 1, 1 5-2 4, 2 7-3 2& c fc^3 7-4 6fEi£<Z) 

(58) ai^l-ll, 1 6-2 4, 2 7~3 2*5<fctf3 7~4 612*1© 
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